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SUBSTITUTED BIPHENYL COMPOUNDS 
FOR THE TREATMENT OF INFLAMMATION 



FIELD OF TBE INVENTION 

5 

This invention is in the field of anti -inflammatory 
pharmaceutical agents and specifically relates to 
compounds, compositions and methods for treating 
inflammation and inflammation-associated disorders, such 
10 as arthritis. 

BACKGROUND OF TBE INVENTION 

Prostaglandins play a major role in the inflammation 

15 process and the inhibition of prostaglandin production, 
especially production of PGG2# PGH2 and PGE2, has been a 
common target of anti- inflammatory drug discovery. 
However, common non-steroidal anti-inflammatory drugs 
(NSAIDs) that are active in reducing the prostaglandin- 

20 induced pain and swelling associated with the 

inflammation process are also active in affecting other 
prostaglandin-regulated processes not associated with the 
inflammation process. Thus, use of high doses of most 
common NSAIDs can produce severe side effects, including 

25 life threatening ulcers, that limit their therapeutic 
potential. An alternative to NSAIDs is the use of 
corticosteroids, which have even more drastic side 
effects, especially when long term therapy is involved. 
Previous NSAIDs have been found to prevent the 

30 production of prostaglandins by inhibiting enzymes in the 
human arachidonic acid/prostaglandin pathway, including 
the enzyme cyclooxygenase (COX) . The recent discovery of 
an inducible enzyme associated with inflammation (named 
"cyclooxygenase-2 {COX-2)" or "prostaglandin G/H synthase 

35 II") provides a viable target of inhibition which more 
effectively reduces inflammation and produces fewer and 
less drastic side effects. 

Substituted biphenyl compounds have been reported as 
components in photographic materials. U.S. Patent No. 
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5,238,790, to Shimura et ai., describes the use of 
biphenyl compounds as dispersion agents in photographic 
materials. U.S. Patent No. 5,294,530, to Seto et ai., 
describes photographic materials containing biphenyl 
5 compounds as ant i- fading agents. 

U.S. Patent No. 4.990,647, to Himmler et al.. 
describes a method for the preparation of unsymmetric 
biaryl compounds. 

Substituted biphenyl confounds have been reported as 
10 having activity as angiotensin II antagonists. 

Heterocyclo-substituted biphenyl compounds are described 
by D. Kim, et al. [Bioorg. Med. Chem. Lett., 4, 41-44 
(1994)]. U.S. Patent No. 5,254,546, to Ardecky et al., 
describes tetrazole substituted biphenyl coit^jounds. U.S. 
15 Patent No. 5,240,928, to Allen et aJ., describes 
aminosulfonyl-substituted biphenyl compounds. 

Recently, a terphenyl compound has been described as 
an anti-inflammatory agent (R. Copeland et al., Med. 
Chem. Res., 5, 384-393 (1995)]. , 

20 

DESCRIPTION OP THE INVENTION 

A class of compounds useful in treating 
inflammation-related disorders is defined by Formula I: 

25 




wherein A is selected from aryl and heteroaryl, 
wherein A is optionally substituted with one or more 
radicals selected from alkyl, halo, alkoxy, alkylthio, 
cyano, haloall<yl, amino, alkylamino, carbojcyl. 
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haloalkoxy, hydroxyalkyl , alkoxyalkyl, hydroxyl and 
mercapto; wherein each of through is 
independently selected from hydrido. halo, and alkoxy; 
and wherein each of R^ through R^ is independently 
5 selected from l^drido, allq^l, halo, alkoxy, alkylthio, 
cyano, haloalkyi, amino, alJQ^lamino, haloalkoxy, 
hydroxyalkyl , alkoxyal)^l, hydroxyl, mercapto, 
aminosulfonyl and alkylsulfonyl; or a 
pharmaceutically-acceptable salt thereof. 
10 Compounds of Formula I would be useful for, but 

not limited to, the treatment of inflammation in a 
subject, and for treatment of other inflammation- 
associated disorders, such as, as an analgesic in the 
treatment of pain and headaches, or as an antipyretic 
15 for the treatment of fever. For example, compounds of 
the invention would be useful to treat arthritis, 
including but not limited to rheumatoid arthritis, 
spondyloarthopathies, gouty arthritis, osteoarthritis, 
systemic lupus erythematosus and juvenile arthritis, 
20 Such compounds of the invention would be useful in the 
treatment of asthma, bronchitis, menstrual cramps, 
tendinitis, bursitis, and skin-related conditions such 
as psoriasis, eczema, burns and dermatitis. Compounds 
of the invention also would be useful to treat 
25 gastrointestinal conditions such as inflammatory bowel 
disease, Crohn's disease, gastritis, irritable bowel 
syndrome and ulcerative colitis and for the prevention 
or treatment of cancer, such as colorectal cancer. 
Compounds of the invention would be useful in treating 
30 inflammation in such diseases as vascular diseases, 

migraine headaches, periarteritis nodosa, thyroiditis, 
aplastic anemia, Hodgkin's disease, scleredema, 
rheumatic fever, type I diabetes, myasthenia gravis, 
multiple sclerosis, sarcoidosis, nephrotic syndrome, 
35 Behcet's syndrome, polyntyositis, gingivitis, 

hypersensitivity, swelling occurring after injury, 
myocardial ischemia, and the like. The compounds would 
also be useful in the treatment of ophthalmic diseases 
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such as retinitis* retinopathies, uveitis, 
conjunctivitis, and of acute injury to the eye tissue. 
The compounds would also be useful in the treatment of 
pulmonary inflammation, such as that associated with 
5 viral infections and cystic fibrosis. The compounds 
would also be useful for the treatment of certain 
central nervous system disorders such as Alzheimer's 
disease and dementia. The compounds of the invention 
are useful as anti-inflammatory agents, such as for the 

10 treatment of arthritis, with the additional benefit of 
having significantly less harmful side effects. These 
coitpounds would also be useful in the treatment of 
allergic rhinitis, respiratory distress syndrome, 
endotoxin shock syndrome, atherosclerosis and central 

15 nervous system damage resulting from stroke, ischemia 
and traiuna. 

Besides being useful for human treatment, these 
compounds are also useful for veterinary treatment of 
mammals, including companion animals and farm animals, 
20 such as, but not limited to, horses, dogs, cats, sheep 
and pigs. 

The present compounds may also be used in co- 
therapies, partially or completely, in place of other 
conventional anti-^inf lammatories, such as together with 

25 steroids, NSAIDs, 5 -lipoxygenase inhibitors, LTB4 
antagonists and LTA4 hydrolase inhibitors. 

Suitable LTB4 inhibitors include, among others, 
ebselen, Bayer Bay-x-1005, Ciba Geigy compound CGS- 
25019C, Leo Denmark compound ETH-615, Lilly compound 

30 LY-293111, Ono compound ONO-4057, Terumo compound TMK- 
688, Lilly compounds LY-213024, 264086 and 292728, ONO 
compound ONO-LB457, Searle compound SC-53228, 
calcitrol, Lilly compounds LY-210073, Ly223982, 
LY233469, and LY255283, ONO compound ONO-LB-448, Searle 

35 compounds SC-41930, SC-50605 and SC-51146, and SK&F 
compound SKF-104493. Preferably, the LTB4 inhibitors 
are selected from ebselen, Bayer Bay-x-1005, Ciba Geigy 
compound CGS-25019C, Leo Denmark compound ETH-615, 
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Lilly compound LY-293111, Ono compound ONO-4057, and 
Terumo compound TMK-688. 

Suitable 5~L0 inhibitors include, among others, 
masoprocol, tenidap, zileuton, pranlukast, tepoxalin, 
5 rilopirox, flezelastine hydrochloride, enazadrem 
phosphate, and bunaprolast. 

The present invention preferably includes compounds 
which selectively inhibit cycloo3<ygenase-2 over 
cyclooxygenase-1. Preferably, the compounds have a 
10 cyclooxygenase-2 IC50 of less than about 0.2 nM, and also 
have a selectivity ratio of cyclooxygenase-2 inhibition 
over cyclooxygenase-1 inhibition of at least 50, and more 
preferably of at least 100, Even more preferably, the 
compounds have a cyclooxygenase-1 IC50 of greater than 
15 about 1 liM, and more preferably of greater than 10 mM. 
Such preferred selectivity may indicate an ability to 
reduce the incidence of common NSAID-induced side 
effects* 

A preferred class of compounds consists of those 

20 compounds of Formula I wherein A is selected from 

phenyl, naphthyl, 5-membered heteroaryl and 6-membered 
heteroaryl, wherein A is optionally substituted with 
one or more radicals selected from lower alkyl, halo, 
lower alk03C/, lower alkyl thio, cyano, lower haloalkyl, 

25 amino, lower alkylaraino, lower dialkylamino, lower 
haloalkoxy, lower hydroxyalkyl , lower alkoxyalkyl, 
hydroxyl and mercapto; wherein each of through 
is independently selected from hydrido and halo; or 
wherein R^ and R^ together form -0(CH2)nO-; wherein n 

30 is 1 or 2, inclusive; and wherein each of R^ through 
R^ is independently selected from hydrido, lower 
alkyl, halo, lower alkoxy, lower alkylthio, cyano, 
lower haloalkyl, amino, lower alkylamino, lower 
dialkylamino, lower haloalkoxy, lower hydroxyalkyl , 

35 lower alkoj^alkyl, hydroxyl, mercapto, aminosulfonyl 
and lower alkylsulfonyl; or a pharmaceutically- 
acceptable salt thereof. 
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A more preferred class of compounds consists of 
those compoxinds of Formula I wherein A is selected 
from phenyl, naphthyl, 5-membered heteroaryl and 6- 
membered heteroaryl, wherein A is optionally 
5 substituted with one or more radicals selected from 
lower alkyl, halo, lower alkoxy, lower haloalJcyl and 
lower dial)^lamino; wherein each of through is 
independently selected from hydrido and halo; or 
wherein r2 and R^ together form -0(CH2)nO-; wherein n 
10 is 1 or 2, inclusive; wherein each of R^, r€, r8 ^^^j 
R^ is hydrido; and wherein r'^ is selected from 
aminosulfonyl and lower alkylsulfonyl; or a 
pharmaceutically-acceptable salt thereof. 

Within Formula I there is a subclass of 
15 compounds which consists of compounds wherein A is 

selected from phenyl, naphthyl, 5-membered heteroaryl 
and 6 -membered heteroaryl, wherein A is optionally 
sxabstituted with one or more radicals selected from 
lower alkyl, halo, lower alkoxy, lower haloalkyl and 
20 lower dialkylamino; wherein each of Ri through R* is 
independently selected from hydrido and halo; or 
wherein r2 and r3 together form -OCH2O-; and wherein 
R*^ is aminosulfonyl; or a pharmaceutically-acceptable 
salt thereof. 

25 A class of compounds of particular interest 

consists of those compounds of Formula I wherein A is 
selected from phenyl, thienyl, furyl, pyrazolyl, 
pyrrolyl, thiazolyl, oxazolyl, isoxazolyl, 
isothiazolyl, triazolyl and pyridyl, wherein A is 

30 optionally substituted with one or more radicals 

selected from methyl, ethyl, fluoro, chloro, bromo, 
methoxy, ethoxy, propoxy, n-butoxy, methylenedioxy, 
ethylenedioxy, f luoromethyl, dif luoromethyl, 
difluorochloromethyl, trif luoromethyl, dichloroethyl, 

35 dichlorofluorometlvl. chloromethyl, dichloromethyl, 
trichloromethyl, pentaf luoroethyl, heptaf luoropropy 1 , 
difluoroethyl, difluoropropyl, dichloropropyl, N- 
ethyl-N-methylamino, N,N-dimethylamino and N,N- 
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diethylamino; wherein each of through is 
independently selected from hydrido, fluoro, chloro 
and bromo; or wherein R^ and R^ together form -OCH2O-; 
wherein R^, r^, r8 and R^ are hydrido; and wherein R^ 
5 is aminosulfonyl; or a pharmaceutically-acceptable 
salt thereof. 

Within Formula I there is a second subclass of 
compounds of high interest wherein A is selected from 
phenyl, naphtl^l* 5-membered heteroaryl and 6-membered 

10 heteroaryl, wherein A is optionally substituted with 
one or more radicals selected from lower alkyl, halo, 
lower alkoxy, lower haloalkyl and lower dialkylamino; 
wherein each of R^ through R^ is independently 
selected from hydrido and halo; or wherein R^ and R^ 

15 together form -OCH2O-; and wherein R*^ is lower 

alkylsulfonyl; or a pharmaceutically-acceptable salt 
thereof . 

A class of compounds of particular interest 
consists of those compounds of Formula I wherein A is 

20 selected from phenyl, thienyl, furyl, pyrazolyl, 
pyrrolyl, thiazolyl, oxazolyl, isoxazolyl, 
isothiazoly 1 , triazolyl and pyridyl, wherein A is 
optionally substituted with one or more radicals 
selected from methyl, ethyl, fluoro, chloro, bromo, 

25 methoxy, ethoxy, propoxy, n-butoxy, methylenediojQ^, 
ethy lenedioxy , f luoromethyl , dif luoromethyl , 
dif luorochloromethyl, trif luoromethyl , dichloroethyl , 
dichlorof luoromethyl , chloromethyl , dichloromethyl , 
trichloromethyl , pentaf luoroethyl , heptaf luoropropyl , 

30 dif luoroethyl, dif luoropropyl, dichloropropyl, N- 
ethyl-N-methylamino, N,N-dimethylamino and N,N- 
diethylamino; wherein each of R^ through R^ is 
independently selected from hydrido, fluoro, chloro 
and bromo; or wherein r2 and R^ together form -OCH2O-; 

35 wherein r5, r^, r8 and R^ are hydrido; and wherein r'^ 
is methylsulforo^l; or a pharmaceutically-acceptable 
salt thereof. 
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A family of specific compounds of particular 
interest within Formula I consists of compounds and 
pharmaceutically -acceptable salts thereof as follows: 

4 - ( 2 -bipheny 1 ) benzenesul f onamide ; 
4 - {2 - ( 3 -me thy Iphenyl) phenyl J benzenesul f onamide; 
4 - [ 2 - ( 3 -me thoxypheny 1 ) phenyl ] benzenesul f onamide ; 
4- [2- (3-fluorophenyl)phenyl] benzenesulf onamide; 
4 - [ 2 - ( 3 -chloropheny 1 ) phenyl 1 benzenesul f onamide ; 

4- [2- (3-trifluoromethylphenyl)phenyl]benzenesulfonamide; 
4-[2-t3-(N,N- 

dime thylamino ) phenyl ] phenyl ] benzenesul f onamide ; 
4- [2- { 4 -me thy Iphenyl) phenyl ] benzenesulf onamide; 
4-12- (3 . 4-dime thy IphenyDphenyl] benzenesul f onamide; 
4- [2- (3~methoxy-4-methylphenyl)phenyl] benzenesulfonamide; 
4 - [2- ( 3 -fluoro-4-methy Iphenyl) phenyl] benzenesulf onamide; 
4-12- (3-chloro-4-methylphenyl)phenyl]benzenesulf onamide; 
4-[2-(4-methyl-3- 

trifluoromethy Iphenyl ) phenyl ] benzenesulf onamide ; 
4 - [ 2 - [ 3 - (N, N-dimethylamino ) - 4 - 

me thy Iphenyl 1 phenyl ] benzenesulf onamide ; 
4- [2- (4-methoxyphenyl) phenyl] benzenesulf onamide; 
4- [2- (4-methoxy-3-methylphenyl)phenyl]benzenesulfonamide; 
4 - [ 2 - ( 3 , 4 -dimethoxypheny 1 ) phenyl ] benzenesulf onamide ; 
4 - [ 2 - ( 3 - f luoro-4 -methoxyphenyl ) phenyl ] benzenesulf onamide ; 

4- [2- (3-chloro-4-methoxyphenyl)phenyl]benzenesulfonamide; 
4- [2- {4-methoxy-3- 

tri fluoromethy Iphenyl ) phenyl ] benzenesul f onamide ; 
4- [2- [3- {N,N-dimethylamino) -4- 

methoxyphenyl] phenyl] benzenesulf onamide ; 
4 - [ 2 - ( 4 -f luoropheny 1 ) phenyl ] benzenesul f onamide ; 
4- [2- (4-f luoro-3-methylphenyl)phenyl]benzenesulfonamide; 
4- (2- (4-f luoro-3-methoxyphenyl)phenylJbenzenesulfonamide; 
4- [2- (3 , 4-dif luorophenyDphenylJbenzenesulfonamide; 

4- [2- (3-chloro-4-fluorophenyl)phenyl]benzenesulf onamide; 
4-(2-(4-fluoro-3- 

tri fluoromethy Ipheriyl ) phenyl J benzenesulf onamide ; 
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4- [2- [3- (N,N-dimethylamino) -4- 

fluorophenyl] phenyl ]benzenesulfonainide; 
4- [ 2 - { 4-chlorophenyl ) phenyl ] benzenesulf onamide; 
4- [2- (4-chloro-3-methylphenyl)phenyl]ben2enesulfonamide; 
5 4- [2- (4-chloro-3 -raethoxyphenyl) phenyl] benzenesulf onamide; 
4- [2- ( 4 -chloro-3- fluorophenyl) phenyl] benzenesulf onamide; 
4- [2- (3, 4 -dichlorophenyl) phenyl] benzenesulf onamide; 
4-t2-(4-chloro-3- 

trif luoromethy Iphenyl ) phenyl ] benzenesulf onamide ; 
10 4- 12- (4-chloro-3- (N,N- 

dime thy lamino ) phenyl ] phenyl ] benzene sul f onamide ; 
4- [2- (4-trif luoromethy lphenyl)phenyl]benzenesulfonamide; 
4-[2-(3-methyl-4- 

trif luoromethy Iphenyl ) phenyl ] benzenesulf onamide ; 
15 4- [2- (3-methoxy-4- 

trif luoromethy Iphenyl ) phenyl ] benzenesulf onamide ; 
4-[2-{3-fluoro-4- 

trif luoromethy Iphenyl ) phenyl ] benzenesulf onamide ; 
4-[2-(3-chloro-4- 
20 trif luoromethy Iphenyl ) phenyl ] benzenesulf onamide ; 
4-(2-[3,4- 

di { trif luoromethyl ) phenyl 1 phenyl ] benzenesulf onamide ; 
4- [2- 13- (N,N-"dime thy lamino) -4- 

trif luoromethy Iphenyl ] phenyl ] benzenesulf onamide; 
25 4-[2-[4-(N,N- 

dime thylamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4- [2- [4- (N.N-dimethy lamino) -3- 

methy Iphenyl ] phenyl ] benzenesulf onamide ; 
4- [2- [4- {N,N-dimethy lamino) -3- 
3 0 methoxypheny 1 ] phenyl ] benzenesul f onamide ; 
4 - [ 2 - [ 4 - { N , N-dimethy lamino ) - 3 - 

fluorophenyl ] phenyl ] benzenesulf onamide ; 
4 - [ 2 - [ 3 -chloro- 4 - (N, N- 

dimethylamino) phenyl] phenyl] benzenesulf onamide; 
35 4-t2-[4 - (N,N-dimethy lamino) -3- 

trif luoromethy Iphenyl ] phenyl ] benzenesulf onamide ; 
4-[2-[3,4-di(N,N- 

dime thy lamino ) phenyl ] phenyl ] benzenesul f onamide ; 
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4 - [2 - (3 , 5 -dimethylphenyl) phenyl Ibenzenesulf onamide; 
4 - [ 2 - { 3 , 5 - dimethoxypheny 1 ) phenyl ] benzenesul f onamide ; 
4- [2- (3, 5-difluorophenyl) phenyl Ibenzenesulf onamide; 
4- [2- (3 , 5-dichlorophenyl)phenyl]ben2enesul£onamide; 
4-[2-[3,5- 

di { trif luoromethyl ) phervl 1 phenyl 1 benzenesul f onamide ; 
4-[2-[3,5-di(N,N- 

dime thy lamino ) phenyl ] phenyl ] benzenesul f onamide ; 
4 - [2- (3 , 4 , 5-trimethylphenyl ) phenyl] benzenesul f onamide; 
4 - 1 2 - ( 3 . 5 -dimethoxy -4 - 

methy Ipheny 1 ) phenyl ] benzenesul f onamide ; 
4-[2-(3,5-difluoro-4- 

methy Ipheny 1 ) phenyl ] benzenesulf onamide ; 
4- [2- (3 , 5-dichloro-4- 

me thy Ipheny 1 ) phenyl ] benz enesul f onamide ; 
4- [2- 13 , 5-di (trif luoromethyl) -4- 

methylpheny 1 ] phenyl ] benzenesulf onamide ; 
4- [2- [3 , 5-di {N,N-dimethylaraino) -4- 

methylphenyl ] phenyl ] benzenesulf onamide ; 
4- [2- (3 , 5-dimethyl-4- 

methoxyphenyl ) phenyl ] benzenesulf onamide ; 
4- [2 - (3 / 4 , 5-trimethoxyphenyl ) phenyl J benzenesulf onamide; 
4 - [ 2 - { 3 , 5 -dif luoro-4 - 

methoxyphenyl ) pherryl ] benzenesulf onamide ; 
4- [2- (3 , 5-dichloro-4- 

methoxyphenyl ) phenyl ] benzenesulf onamide; 
4- f 2- [3 , 5-di (trif luoromethyl ) -4- 

methoxyphenyl ] phenyl ] benzenesulf onamide ; 
4- [2- [3 , 5-di (N, N-dimethylamino) -4- 

methoxypheny 1 ] phenyl] benzenesulf onamide ; 
4- [2- (3 , 5-dimethyl-4- 

f luoropheny 1 ) phenyl ] benzenesulf onamide ; 
4- [2- (3 , 5-dimethoxy-4- 

f luoropheny 1 ) phenyl ] benzenesul f onamide ; 
4 - [ 2 - (3 , 4 , 5 -trif luorophenyl ) phenyl ] benzenesulf onamide ; 
4- [2- (3 , 5-dichloro-4- 

f luorophenyl ) phenyl 1 benzenesulf onamide; 
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4- [2- [ 3 , 5-di ( trif luoromethyl ) -4- 

fluorophenyl] phenyl ] benzenesulf onamide; 
4- [2- [3 , 5-di (N,N-dimethylainino) -4- 

f luoropheny 1 ] phenyl ] benzenesul f onamide ; 
5 4-[2-(4-chloro-3,5- 

dime thy Iphenyl ) phenyl ] benzenesul fonamide ; 
4-[2-(4-chloro-3,5- 

dimethoxypheny 1 ) phenyl ] benz enesul fonamide ; 
4-[2-(4-chloro-3,5- 
10 dif luoropheny 1 ) phenyl J benzenesulf onamide ; 

4- (2- (3 , 4 , 5-trichlorophenyl) phenyl] benzenesulf onamide; 
4-[2-[4-chloro-3,5- 

di ( tri f luoromethyl ) phenyl ] phenyl J benzenesul fonamide ; 
4 - [ 2 - [ 4 - chloro« 3 , 5 -di ( N , N- 
15 dime thy lamino) phenyl ] phenyl] benzenesulf oneunide; 

4- 12" (3 , 5-dimethyl-4- 
trif luoromethylphenyl ) phenyl ] benzenesulf onamide ; 
4- [2- (3 , 5-dimethoxy-4- 

tri fluoromethy Iphenyl ) phenyl ] benzenesul fonamide ; 
20 4-12- (3 , 5-dif luoro-4- 

trif luoromethylpheivl ) phenyl ] benzenesulf onamide ; 
4 - I 2 - ( 3 , 5 -dichloro-4 - 

trif luoromethy Iphenyl ) phenyl ] benzenesulf onamide ; 
4- [2- 13 , 4 , 5-tri (trif luoromethyl) - 
25 phenyl ] phenyl ] benzenesulf onamide ; 
4 - [2 - ( 3 , 5-di (N, N-dimethylamino) -4- 

tri fluoromethy Iphenyl ] phenyl ] benzenesulf onamide ; 
4- [2- [3 , 5-dimethyl-4- (N,N- 

dimethy lamino ) phenyl ] phenyl ] benzenesulf onamide ; 
30 4-[2-[3,5-dimethoxy-4- (N,N- 

dimethylamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4- 12- [3 , 5-dif luoro-4- (N,N- 

dime thy lamino ) phenyl ] phenyl ] benzenesul fonamide ; 
4- [2 - n , 5-dichloro-4- (N,N- 
3 5 dimethy lamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4- [2- [4- (N,N-dimethy lamino) -3,5- 

di ( t r i fluoromethy 1 ) phenyl ] phenyl ] benzenesulf onamide ; 
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4-[2-[3,4,5-tri(N,N- 

dime thy lamino ) phenyl ] phenyl ] benzene sul f onamide ; 
4- {6-phenyl-l, 3 -ben2odioxol-5-yl)benzenesulf onamide; 
4 - [ 6 - ( 3 -methy Iphenyl ) -1 , 3 -benzodioxol-5 - 
5 yl] benzenesulf onamide ; 

4- [6- (3-fluorophenyl) -l,3-benzodioxol-5- 
yl ] benzenesulf onamide ; 
4- [6- (3-chlorophenyl) -l,3-ben2odioxol-5- 
yl ] benzenesulf onamide ; 
10 4- [6- (3-methoxyphenyl) -l,3-benzodioxol-5- 
yl ] benzenesulf onamide ; 
4-[6" (3-trifluoromethylphenyl) -1, 3-benzodioxol-5- 

yl ] benzenesulf onamide; 
4 - 1 6 - [ 3 - (N , N-dime thy lamino ) phenyl ] --1 , 3 -benzodioxol-5- 
15 yl] benzenesulf onamide; 

4- [6- (4 -methy Iphenyl) -1, 3-benzodioxol-5- 

yl ] benzenesulf onamide ; 
4- [6- (3 , 4 -dime thy Iphenyl) -1, S-benzodioxol-S- 
yl ] benzenesulf onamide ; 
20 4-[6-(3- f luoro- 4 -methy Iphenyl ) - 1 , 3 - benzodioxol - 5 - 
y 1 ] benzenesul f onamide ; 
4- [6- ( 3 -chloro-4 -methy Iphenyl) -1, 3-benzodioxol-5- 

y 1 ] benzenesulf onamide ; 
4 - [ 6 - ( 3 -metho3cy- 4 -me thy Iphenyl ) -1 , 3 -benzodioxol - 5- 
25 yl ] benzenesulf onamide ; 

4- [6- (4-methyl-3-trif luoromethylphenyl) -1,3-benzodioxol- 

5 -y 1 ] benzenesul f onamide ; 
4- [6- [3- (N,N-dimethy lamino) -4 -methy Iphenyl] -1, 3- 
ben z odioxo 1 - 5 -y 1 ] ben z ene su 1 f onami de ; 
30 4- [6- {4-methoxyphenyl) -1, S-benzodioxol-S- 
yl] benzenesulf onamide; 
4- [6- ( 4 -metho^v- 3 -methy Iphenyl) -1, 3 -benzodioxol -5- 

yl] benzenesulf onamide; 
4- (6- (3-fluoro-4-methox/phenyl) -1, 3 -benzodioxol -5- 
35 yl ] benzenesulf onamide ; 

4- [6- (3-chloro-4-methoxyphenyl) -1,3 -benzodioxol -5- 
yl ] benzenesulf onamide ; 
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4- [6- (3 , 4-dimethoxyphenyl) -1, 3-ben2odioxol-5- 

yl] benzenesulfonamide; 
4 - [6 - (4-inethoxy-3-trif luoromethylphenyl) -1, 3-ben2odioxol- 
5-y 1 ] benzenesul f onamide ; 
5 4-[6-[3-{N, N-dimethy lamino ) - 4 -methoxypheny 1 ] -1 , 3 - 
benzodioxol-5-yl 1 benzenesulfonamide; 
4 - 1 6 - ( 4 - f luorophenyl ) -1 , 3 -benzodioxol- 5 - 

yl ] benzenesulfoncuaide ; 
4- [6- (4-f luoro-3-methylphenyl) -1, 3-benzodioxol-5- 
10 yl] benzenesulf oneunide; 
4" 16- (3 , 4 -dif luorophenyl) -1, 3-benzodioxol-5- 
yl ] benzenesulfonamide ; 
4 - [ 6 - { 3 - chloro - 4 - f luorophenyl ) - 1 , 3 -benzodioxol - 5 - 
yl ] benzenesulfonamide; 
15 4-16- {4-fluoro"3-methoxyphenyl) -l^S-benzodioxol-S- 
ylJbenzenesulfonamide; 
4- [6- (4-fluoro-3-trifluoromethylphenyl) -l,3-benzodioxol- 
5 -y 1 ] benz enesul f onamide ; 
4 - ( 6 - [ 3 - ( N , N-dimethylamino ) - 4 - f luorophenyl ] - 1 , 3 - 
20 benzodioxol-5-yl] benzenesulfonamide; 
4- [6- (4-chlorophenyl) -l,3-benzodioxol-5- 

yl ] benzenesul fonsuaide ; 
4- [6- (4-chloro-3-methylphenyl) -1, 3-benzodioxol-5- 
y 1 ] benzenesulf oneunide ; 
25 4 - 1 6 - ( 4 -chloro-3 - f luorophenyl ) - 1 , 3 -benzodioxol- 5 - 
yl] benzenesulfonamide ; 
4- [6- (3 , 4-dichlorophenyl) -1, 3 -benzodioxol- 5- 

yl ] benzenesulfonamide ; 
4- [6- (4-chloro-3-methoxyphenyl) -l,3-benzodioxol-5- 
30 yl] benzenesulfonamide; 

4 - [ 6 - ( 4 - chloro -3 -trif luoromethylphenyl ) -1 , 3 -benzodioxol - 

5 -y 1 1 benz enesul f onamide ; 
4- [ 6 - [ 4 -chloro-3 - (N, N-dimethy lamino ) phenyl ] -1 , 3 - 
benzodioxol-5-yl] benzenesulfonamide; 
35 4- [ 6- ( 4 -trif luoromethylphenyl ) -1 , 3 -benzodioxol- 5- 
yl] benzenesulfonamide; 
4- [6- {3-methyl-4-trif luoromethylphenyl) - 1,3 -benzodioxol - 
5 -y 1 ] benz enesul f onamide ; 
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4- [6- (3-f luoro-4-trif luoromethylphenyl) -1, S-benzodioxol- 

5-yl ] benzenesulf onamide; 
4- [6- (3-chloro-4-trif luoromethylphenyl) -1, a-benzodioxol- 
5 -y 1 ] benzenesul f onamide ; 
5 4- [6- (3-methoxy-4-trif luoromethylphenyl) -1, 3-benzodioxol- 
5 -y 1 ] benzenesul f onamide ; 
4-(6-[3,4-di( trif luoromethyl ) phenyl ] -1 , 3 -benzodioxol-5- 

yl ] benzenesulf onamide ; 
4- [6- [3- (N,N-dimethylamino) -4-trif luoromethylphenyl] -1,3- 
10 benzodioxol-5-yl ] benzenesul f onamide; 

4 - [ 6 - [ 4 - (N , N-dimethy lamino ) phenyl ] - 1 , 3 -benzodioxol - 5 - 

yl] benzenesulf onamide; 
4 - [ 6 - [ 4 - (N , N-dimethylamino ) - 3 -methylpheny 1 ] -1 , 3 - 
benzodioxol - 5 -y 1 ] benzenesul f onamide ; 
15 4-[6-(4-(N, N-dime thy lamino ) - 3 - f luoropheny 1 J -1,3- 
ben zodioxol - 5 -y 1 ] benz enesul f onamide ; 
4 - [ 6 - [ 3 -chloro- 4 - (N, N-dimethy lamino ) phenyl J -1 , 3 - 

ben z odi oxo 1 - 5 -y 1 ] benz ene su 1 f onami de ; 
4- [6- [4- (N,N-dimethylamino) -3-methoxyphenyl] -1,3- 
20 benzodioxol-5-y 1 ] benzenesulf onamide; 

4 - [ 6 - [ 4 - (N, N-dimethy lamino ) -3 -tri f luoromethylphenyl ] - 1 , 3 - 

benzodioxol-5-yl ] benzenesulf onamide ; 
4- I 6- [3 , 4-di {N,N-dimethylamino)phenylJ -1 , 3-benzodioxol-5- 
yl ) benzenesulf onamide ; 
25 4-(6-(3,5- dimethy Ipheny 1 ) -1 , 3 -benzodioxol - 5 ^ 
yl] benzenesulf ondhiide; 
4- [6- (3 , 5 - dif luoropheny 1) -1, 3 -benzodioxol -5- 

yl J benzenesulf onamide ; 
4- [6- (3 , 5-dichlorophenyl) -1, 3-benzodioxol-5- 
30 y 1 ] benzenesul f onamide ; 

4- [6- (3 , 5-dimethoxyphenyl) -1 , 3 -benzodioxol -5- 

yl ] benzenesulf onamide ; 
4-[6-[3,5-di( tri f luoromethyl ) phenyl ] - 1 , 3 -benzodioxol - 5 - 
yl] benzenesulf onamide ; 
35 4-(6-[3,5-di(Nr N-dimethy lamino ) phenyl ] - 1 , 3 -benz odioxol - 5 - 
yl ] benzenesulf onamide ; 
4-16- (3,4, 5- trime thy Ipheny 1) -1, 3-benzodioxol-5- 
yl] benzenesulf onamide; 
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4 - [6 - (3 , 5-dif luoro-4-inethylphenyl) -1, 3-benzodioxol-5- 

yl ] benzenesulf onamide ; 
4 - [ 6 - ( 3 , 5 - dichloro - 4 -methy Ipheny 1 ) - 1 , 3 -benzodioxol - 5 - 
yl] benzenesulf onamide; 
5 4- [ 6- (3 , 5-dimethoxy-4-methylphenyl ) -1 , 3-benzodioxol-5- 
yl]benzenesulfonaInide; 
4-[6- t3.5-di (trifluoromethyl) -4-methylphenyl] -1,3- 

benzodioxol -5 -y 1 ] benzenesul f onamide ; 
4- (6- 13 , 5-di (N,N-dimethylamino) -4-methylphenyl] -1,3- 
10 benzodioxol-5-yl] benzenesulf onamide; 

4- [6- (3, 5-dimethyl-4-meth03Qrphenyl) -1, 3 -benzodioxol -5- 

y 1 ] benzenesulf onamide ; 
4- [6- {3,5-difluoro-4-methoxyphenyl) -1, 3-benzodioxol-5- 
yl] benzenesulf onamide; 
15 4- [6- (3, 5-dichloro-4-methoxyphenyl) -1, 3-benzodioxol-5- 
y 1 ] benzenesulf onamide ; 
4- [6- (3,4, 5-trimethoxyphenyl) -l,3-benzodioxol-5- 
yl ] benzenesulf onamide ; 
4- [6-[3,5-di (trifluoromethyl) -4-methoxyphenyl] -1,3- 
20 benzodioxol-5-yl] benzenesulf onamide; 

4 - [6 - [3 , 5-di (N,N-dimethylamino) - 4-methoxyphenyl] -1, 3 - 

benzodioxol -5 -yl ] benzenesul f onamide ; 
4- [6- (3,4, 5-trimethylpheiyl) -1, 3 -benzodioxol -5- 
y 1 ] benzenesulf onamide ; 
25 4-[6-(3,5-dif luor o - 4 - f luor opheny 1 ) - 1 , 3 -benzodioxo 1 - 5 - 
yl ] benzenesulf onamide ; 
4 - [6- (3 , 5-dichloro-4-f luorophenyl) -1, 3 -benzodioxol -5- 

y 1 ] benzenesul f onamide ; 
4 - [ 6 - ( 3 , 5 -dimethoxy- 4 - f luoropheny 1 ) - 1 , 3 -benzodioxol - 5 - 
30 yl ] benzenesul f onamide ; 

4-[6-[3,5-di( tr i f luorome thy 1 ) - 4 - f luoropheny 1 ] - 1 , 3 - 

benzodioxol- 5 -yl ] benzenesulf onamide; 
4- [6- 13 , 5-di (N^N-dimettvlamino) -4-f luorophenyl] -1, 3- 
benzodioxol-5-y 1 ] benzenesul f onamide ; 
35 4- [6- (4-chloro-3 , S-dimetlylphenyl) -1, 3 -benzodioxol -5- 
yl 1 benzenesulf onamide ; 
4- [6- (4-chloro-3 , 5-dif luorophenyl) -1, 3-benzodioxol-5- 
yl] benzenesulf onamide; 
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4- [6- (3,4, 5-trichlorophenyl) -l,3-benzodioxol-5- 

yl ) benzenesulf onamide ; 
4-[6- (4-chloro-3 , S-dimethoxyphenyl) -1, 3-benzodioxol-5- 
yl] benzenesulf onamide; 
5 4 - 1 6 - 1 4 - chlor o -3,5-di(tri£ luoromethy 1 ) phenyl ] - 1 , 3 - 
benzodioxol -5 -yl ] benzenesul f onamide ; 
4 - [ 6 - [ 4 -chloro-3 , 5 -di ( N , N- dimethy lamino ) phenyl ] - 1 , 3 - 

benzodioxol - 5 -y 1 ] benz enesul f onamide ; 
4- [6- (3 , 5-dimethyl-4-trif luoromethy Iphenyl) -1, 3 - 
10 benzodioxol -5 -yl ] benzenesul f onamide ; 

4 - [ 6 - { 3 , 5 -di f luoro - 4 - 1 r i f luoromethy Iphenyl ) - 1 , 3 - 

benzodioxol -5 -yl ] benzenesulf onamide ; 
4- (6- (3 , 5-dichloro-4-trif luoromethy Iphenyl) -1, 3 - 
ben zodioxol-5-yl] ben z ene sul f onami de ; 
15 4- [ 6- (3 , 5 -dime thoxy-4-trif luoromethy Iphenyl ) -1, 3- 
benzodioxol - 5 -y 1 ] behz enesul f onamide ; 
4- [6- [3, 4, 5-tri (trifluoromethyl) phenyl] -1 , 3 -benzodioxol - 

5-yl ) benzenesulf onamide; 
4- [6- [3, 5-di{N,N-dimethy lamino) -4 -tr if luoromethy Iphenyl] - 
20 1,3 -benzodioxol-5-yl] benzenesulf onamide; 

4 - [ 6 - ( 3 , 5 -dimethy 1-4 - (N, N-dimethylamino ) phenyl ] -1 , 3 - 

benzodioxol -5-yl ] benzenesulf onamide; 
4- [6- (4- {N, N-dimethylamino) -3,5-dif luorophenyl] -1,3- 
benzodioxol - 5 -y 1 ] benz enesul f onamide ; 
25 4- [6- [3 , 5-dichloro-4- (N, N-dimethylamino) phenyl] -1, 3- 
benzodioxol - 5 -y 1 ] benz enesul f onamide ; 
4- [6- [3 , 5-dimethoxy-4- (N, N-dimethylamino) phenyl] -1, 3 - 

benzodioxol -5 -yl ) benzenesul f onamide ; 
4- [6- [4- (N, N-dimethylamino) -3,5- 
30 di (trifluoromethyl) phenyl] -1, 3 -benzodioxol -5- 
yl] benzenesulf oncimide; 
4-I6-t3,4,5 - tr i ( N , N-dimethylamino ) phenyl ] - 1 , 3 - 

l^enzodioxol -5-yl] benzenesul f onamide ; 
4- (4 , 5-difluoro-2-biphenyl)benzenesulf onamide; 
• 35 4- 14 , 5-dif luoro-2- (3- 

methy Iphenyl ) phenyl ] benz ene sulfonamide ; 
4- [4, 5-dif luoro-2- (3- 

f luorophenyl ) phenyl ] benzenesulf onamide ; 
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4 - [ 2 - ( 3 - chlor opheny 1 ) - 4 , 5 - 

di f luoropheny 1 ] benzenesul f onamide ; 
4-[4,5-difluoro-2-(3- 

methoxyphenyl ) phenyl ] benzenesul f onamide ; 
5 4-[4,5-difluoro-2-(3- 

trif luoromethylphen/1 ) phei^l 1 benzenesul f onamide ; 
4-I4,5-difluoro-2-[3- (N,N- 

dimetlylainino) phenyl ] phenyl ] benzenesulf onamide ; 
4- [4, 5-dif luoro-2- (4- 
1 0 met hy Iphenyl ) phenyl ] benzenesul f onamide ; 
4- [4 , 5-dif luoro-2- (3 , 4- 

dime thy Iphenyl ) phenyl J benzenesul fonamide; 
4- [4 , 5-dif luoro-2- (3-f luoro-4- 

methy Iphenyl ) phenyl ] benzenesulf onamide; 
15 4-[2-(3-chloro-4 -me thy Iphenyl) -4^5- 
dif luorophenyl] benzenesulf onamide; 
4- 14 , 5-dif luoro-2- (3-methoxy-4- 

methy Iphenyl ) phenyl J benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (4-methyl-3- 
2 0 trifluoromethy Iphenyl ) phenyl ] benzenesul fonamide ; 
4- [4 , 5-dif luoro-2- [3- (N.N-dimetlxylamino) -4- 

methy Iphenyl ] phenyl ] benzenesulf onamide ; 
4" [4 , 5-dif luoro-2- (4- 

methoxypheny 1 ) phenyl ] benzenesul fonamide ; 
25 4-[4,5-di f luoro-2 - ( 4 -methoxy-3 - 

me thy Iphenyl ) phenyl ] benzenesulf onamide ; 
4- [4, 5-dif luoro-2- (3-fluoro-4- 

methoxyphenyl ) phenyl ] benzenesulf onamide ; 
4- [2- (3-chloro-4-methoxyphenyl) -4, 5- 
30 dif luoropheny 1] benzenesulf onamide ; 

4- [4, 5-dif luoro-2- (3 , 4- 

dimethoxypheny 1 ) phenyl ] benzenesul fonamide ; 
4 - [ 4 , 5 -di f luoro - 2 - ( 4 -methoxy-3 - 

trifluoromethy Iphenyl ) phenyl ] benzenesulf onamide ; 
35 4- [4 , 5-dif luoro-2- [3- (N,N- dime thy lamino) -4- 
methoxyphenyl ] phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (4- 

f luoropheiQTl ) phenyl ] benzenesul fonamide ; 
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4 - [ 4 , 5 -di f luoro-2 - ( 4 - f luoro-3 - 

methylphenyl ) phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (3 , 4- 

difluorophenyl) phenyl ] benzenesulf onamide; 
5 4- [ 4 , 5-dif luoro-2- (3 -chloro-4- 

f luoropheny 1 ) phenyl ] benzenesul f onamide ; 
4 - 1 4 . 5 -di f luoro-2 - { 4 - f luoro-3 - 

methoxyphenyl ) phenyl ] benzenesulf onamide ; 
4- 14, 5-dif luoro-2- (4-fluoro-3- 
10 trif luoromethylphenyl ) phenyl ] benzenesulf onamide ; 
4« [4 , 5-dif luoro-2- [3- (N, N-dimethylamino) -4- 

f luoropheny 1 ] phenyl ] benzenesulf onamide ; 
4- [2- {4~chlorophenyl) -4,5- 

di f luoropheny 1] benzenesulf onamide ; 
15 4- [2- (4-chloro-3-methylphenyl) -4, 5- 
difluorophenyl] benzenesulf onamide; 
4- [2- {4-chloro-3-fluorophenyl)-4, 5- 

di f luoropheny 1 ] benzenesul f onamide ; 
4 - [2 - ( 3 , 4 -dichlorophenyl ) -4 , 5- 
20 difluorophenyl] benzenesulf onamide; 
4 - [2 - { 4 -chloro-3 -methoxyphenyl ) -4 , 5- 
dif luorophenyl ] benzenesulf onamide ; 
4- [2- (4-chloro-3 -trif luoromethylphenyl) -4 , 5- 
di f luorophenyl ] ben z enesul f onamide ; 
25 4- [2- [4-chloro-3- (N,N-dimethylamino)pheryli -4,5- 
dif luoropheny 1 ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (4- 

( trif luorome thy 1 ) phenyl ) phenyl ] benzenesulf onamide ; 
4- [4, 5-dif luoro-2- (3-methyl-4- 
3 0 trif luoromethylphenyl ) phenyl ] benzenesul f onamide ; 
4- [4, 5-dif luoro-2- (3-fluoro-4- 

t r i f luoromethylphenyl ) phenyl ) benz enesul f onamide ; 
4- [2- (3 -chloro-4 -trif luoromethylphenyl) -4,5- 
di f luorophenyl ] benzenesul f onamide ; 
35 4- [4, 5-dif luoro-2- (3-methoxy-4- 

( trif luorome thy 1 ) phenyl ) phenyl ] benzenesulf onamide ; 
4- [4, 5-dif luoro-2- [3,4- 

di ( tri f luoromethyl ) phenyl ) phenyl ] benzenesulf onamide; 
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4- [4 , 5-dif luoro-2- [3- (N,N-dimethylamino) -4- 

trif luorome thy Iphenyl] phenyl ] benzenesulf onamide ; 
4-[4,5-difluoro-2-[4- (N,N- 

dime thy lamino ) phenyl ] phenyl ] benzenesul f onamide ; 
5 4-I4,5-difluoro-2~[4- (N,N-dime thy lamino) -3- 
methy Iphenyl ] phenyl ] benzenesulf onamide ; 
4- [4, 5-dif luoro-2- [4- (N,N-dimethylamino) -3- 

fluoropheny 1 ] phenyl ] benzenesul£onamide ; 
4- [2-[3-chloro-4- (N,N-dimethylamino) phenyl] -4,5- 
10 di fluoropheny 1 ] benzenesul fonamide ; 

4- [4 , 5-dif luoro-2- [4- {N,N-dimethy lamino) -3- 
methoxyphenyl ] phenyl ] benzenesul fonamide ; 
4- [4 , 5~dif luoro-2- (4- (N,N-dimethy lamino) -3- 

( trif luoromethyl ) phenyl ] phenyl] benzenesul f oncunide; 
15 4- [4 , 5-dif luoro-2- [3 , 4-di (N,N- 

dimethylamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (3 , 5- 

dimethylphenyl) pheny 1] benzenesul fonamide; 
4- (4 , 5-dif luoro-2- (3 , 5- 
20 dif luorophenyl ) phenyl ] benzenesul fonamide ; 
4- [2- (3 , 5-dichlorophenyl ) -4 , 5- 

di f luorophenyl ] benzenesul fonamide ; 
4- [ 4 , 5-dif luoro-2- (3 , 5- 

dimethoxypheny 1 ) phenyl ] benzenesul fonamide ; 
25 4 - [ 4 , 5 -di f luoro-2 - C 3 , 5 - 

di { tri f luoromethyl ) phenyl ] phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- [3 , 5-di (N,N- 

dime thy lamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (3 , 4 , 5- 
3 0 trimethy Iphenyl ) phenyl ] benzenesulf onamide ; 

4- [4 , 5-dif luoro-2- (3 , 5-dif luoro-4- 

methy Iphenyl ) phenyl ] benzenesulf onamide ; 
4- [2- (3,5-dichloro-4-methylphenyl) -4, 5- 
dif luorophenyl] benzenesulf onamide; 
35 4- [4 , 5-dif luoro-2- (3 , 5-dimetho^-4- 

methylphervD pheny 1] benzenesul fonamide ; 
4- 14 , 5-dif luoro-2- [3 , 5-di (trif luoromethyl ) -4- 
methy Iphenyl ] phenyl ] benzenesul fonamide ; 
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4- [4 , 5-dif luoro-2- [3, 5-di (N,N-dimethylamino) -4- 

methylphenyl ] phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (3 , 5-diinethyl-4 - 

methoxyphenyl ) phenyl ) benzenesulf onamide ; 
5 4- [4, 5-difluoro-2- (3 , 5-dif luoro-4- 

methoxyphenyl ) phenyl ] benzenesulf onamide ; 
4 - [2- (3 , 5-dichloro-4-methoxyphenyl) - 4, B'- 
dif luoropheny 1 1 benzenesulf onamide ; 
4- 14 , 5-dif luoro-2- (3,4,5- 
10 trimethoxyphenyl ) phenyl ] benzenesulf onamide ; 
4- [4,5-dif luoro-2-[3,5-di (trif luoromethyl) -4- 

methoxyphenyl ] phenyl ] benzenesul f onamide ; 
4-14, 5-dif luoro-2- [3 , 5-di (N,N-dimethylamino) -4- 
methoxyphenyl] phenyl ] benzenesulf onamide; 
15 4- [4 , 5-dif luoro-2- (3 , 5-dimethyl-4- 

f luorophenyl ) phenyl ] benzenesul f onamide; 
4- [ 4 , 5-dif luoro-2- (3,4,5- 

dif luorophenyl ) phenyl J benzenesulf onamide ; 
4 - [2- (3 , 5 -dichloro-4-f luorophenyl) -4, 5- 
20 di f luorophenyl ] benz enesul f onamide ; 
4- [4 , 5-dif luoro-2- (3 , 5-dimethoxy-4- 

f luorophenyl ) phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- [3 , 5-di (trif luoromethyl) -4- 
f luorophenyl ] phenyl ] benzenesulf onamide ; 
25 4- [4 , 5-dif luoro-2- [3 , 5-di (N, N-dimethylamino) -4- 
f luorophenyl ] phenyl ] benzenesul f onamide ; 
4 - I 2 - { 4 - chloro- 3 , 5 -dime thy Ipheny 1 ) - 4 , 5 - 

di f luorophenyl ] benzenesul f onamide ; 
4- [2- (4-chloro-3 , 5 -dif luorophenyl ) -4, 5- 
30 dif luorophenyl] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (3,4,5- 

trichlorophenyl ) phenyl ] benzenesul f onamide ; 
4- [2- (4 -chloro- 3 , 5-dimethoxyphenyl) -4,5- 
dif luorophenyl] benzenesulf onamide ; 
35 4- [2- [4-chloro-3 , 5-di (trif luoromethyl) phenyl] -4 , 5- 
di f luorophenyl ] benzenesul f onamide ; 
4- 12- [4-chloro-3 , 5-di (N,N-diraethylamino) phenyl] -4,5- 
dif luorophenyl ] benzenesulf onamide ; 
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4- [4 . S-dif luoro-2- (3 , 5 -dimethyl- 4- 

( tr i f luoromethyl ) phenyl ) phenyl ] benz enesul f onaraide ; 
4- [4 , 5-dif luoro-2- (3 , 5-dif luoro-4- 

( tri f luoromethyl ) phenyl ) phenyl ] benzenesul f onamide ; 
5 4 - [2 - (3 , 5 -dichloro-4 - (trif luoromethyl) phenyl) -4,5- 
di f luoropheny 1 J benzenesul f onamide ; 
4- [4 , 5-di£luoro-2- (3 , 5-dimetho3v-4- 

{ tr i f luoromethyl ) pheiy 1 ) phenyl J benzenesul f onamide ; 
4- [4 , 5-dif luoro-2- [3,4, 5- tri (trif luoromethyl) - 
10 pheivl ] phenyl ] benzenesulf onamide ; 

4- [4 , 5-dif luoro-2- [3 , 5-di (N,N-dimethylamino) -4- 

( tri f luoromethyl ) phenyl ] phenyl ] benzenesul f onamide ; 
4- I 4 , 5-dif luoro-2- [3 , 5-dimethyl-4- (N,N- 

dime thy lamino ) phenyl ] phenyl ] benzenesulf onamide ; 
15 4- [4, 5-dif luoro-2- [3 , 5-dif luoro-4- (N,N- 

dime thy lamino } phenyl ] phenyl ] benzenesul f onamide ; 
4 - [ 2 - ( 3 , 5 -dichloro -4 - ( N, N-dime thy lamino ) phenyl ] - 4 , 5 - 

dif luoropheny 1 ] benzenesulf onamide ; 
4-14, 5-dif luoro-2- [3, 5-dimethoxy-4-(N,N- 
20 diniethylamino)phenyl]phenyl] benzenesulf onamide; 
4- {4 , 5-dif luoro-2- [3 , 5-di (trif luoromethyl ) -4- (N, N- 
dime thy lamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- [3,4, 5-tri (N,N- 

dime thy lamino ) phenyl J phenyl J benzenesulf onamide ; 
25 4- (3, 4,5, 6 -tetraf luoro-2 -bipheivD benzenesulf onamide; 
4- [2- (3-methylphenyl ) -3 , 4 , 5 , 6- 

tetrafluorophenyl] benzenesulf onamide; 
4-[2-(3-fluorophenyl)-3,4,5,6- 

tetrafluorophenyl] benzenesulf onamide; 
30 4- [ 2 - ( 3 -chl or ©phenyl ) -3 , 4 , 5 , 6- 

tetrafluorophenyl] benzenesulf onamide; 
4 - [ 2 - ( 3 -metho^q^heny 1 ) - 3 , 4 , 5 , 6 - 

tetrafluorophenyl ] benzenesulf onamide; 
4- [3 , 4 , 5 , 6-tetraf luoro-2- (3- 
3 5 ( tri f luoromethyl ) phenyl ) phenyl ] benz enesul f onamide ; 

4- [2- (3- (N,N-dimethylamino) phenyl] -3,4,5,6- 
tetraf luoropheny 1 ] benzenesulf onamide ; 
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4- [2- (4-niethylphenyl) -3 , 4 , 5, 6- 

t e t r a f luo r opheny IJbenzenesulf onamide ; 
4- [2- (3 , 4-dimethylphenyl ) -3 , 4 , 5, 6- 

te traf luoropheny 1 J benzenesulf onamide ; 
5 4 - [ 2 - ( 3 • f luoro- 4 -methy Ipheny 1 ) -3 , 4 , 5 , 6- 
tetraf luoropheny 1 ] benzenesul f onamide ; 
4- [2- (3-chloro-4-methylphenyl) -3,4,5,6- 
tetrafluorophenyl] benzenesulf onamide; 
4 - [ 2 - ( 3 -methoxy-4 -methylpheny 1 ) -3 , 4 , 5 , 6 - 
10 tetraf luorophenyl] benzenesulf onamide; 

4 - [ 2 - ( 4 -me thy 1 -3 - ( tr i f luorome thy 1 ) phenyl ) -3 , 4 , 5 , 6 - 

tetraf luorophenyl ] benzenesul f onamide ; 
4 - [ 2 - [ 3 - (N , N-dimethy lamino ) - 4 -methy Ipheny 1 ] -3 , 4 , 5 , 6 - 
tetraf luorophenyl] benzenesulf onamide; 
15 4- 12- (4-methoxyphenyl) -3 ,4,5,6- 

tetrafluorophenyl] benzenesulf onamide; 
4 - [ 2 - ( 3 -methyl-4-methoxyphenyl ) -3 , 4,5,6- 
tetraf luorophenyl ] benzenesulf onamide ; 
4 - [ 2 - ( 3 -f luoro- 4 -methojq^heny 1 ) -3 , 4 , 5 , 6 - 
2 0 tetraf luorophenyl ] benzenesulf onamide ; 
4- [2- (3-chloro-4-methoxyphenyl) -3,4,5,6- 
tetraf luoropheny 1 ] benzenesulf onamide ; 
4- [2- (3, 4-dimethoxyphenyl) -3,4,5, 6- 
tetraf luorophenyl ] benzenesul f onamide ; 
25 4- [2- (4-methoxy-3- (trifluoromethyl)phenyl) -3,4, 5, 6- 
t e t r a f luoropheny 1 ] benz enesu 1 f onamide ; 
4 - [ 2 - [ 3 - { N , N-dimethy lamino ) - 4 -methoxypheny 1 ] -3 , 4 , 5 , 6 - 

tetraf luorophenyl] benzenesulf onamide; 
4- [2 - ( 4 -f luoropheny 1 ) -3 , 4 , 5 , 6 - 
30 tetraf luorophenyl] benzenesulf onamide; 
4- [2- (4-f luoro-3-methylphenyl) -3,4,5,6- 
tetraf luorophenyl] benzenesulf onamide; 
4- [2- (3 , 4-dif luorophenyl) -3 ,4,5,6- 

tetraf luorophenyl ] benzenesul f onamide; 
35 4 - [ 2 - ( 3 -chloro- 4 -f luoropheny 1 ) ^3 , 4 , 5 , 6 - 
tetraf luorophenyl] benzenesulf onamide; 
4 - [2 - ( 4 - f luoro - 3 -me thoxypheny 1 ) - 3 , 4 , 5 , 6 - 
tetraf luorophenyl] benzenesulf onamide; 
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4- [2- {4-f luoro-3- (trif luorome thy 1) phenyl) -3,4,5,6- 

tetra£luorophenyl]benzenesulfonamide; 
4 - [2- [3- (N,N-dimethylamino) - 4-f luorophenyl] -3, 4 ,5,6- 

tetraf luorophenyl ] benzenesulf onamide; 
4 - [ 2 - ( 4 - chlor opheny 1 ) - 3 , 4 , 5 , 6 - 

tetraf luorophenyl ] benzenesulf onamide ; 
4- [2- (4-chloro-3-methylphenyl) -3, 4, 5, 6- 
tetrafluorophenyl]benzenesulfonaInide; 
4- [2- (4-chloro-3-fluorophenyl) -3, 4, 5, 6- 
t e t r a f luorophenyl ] benz enesu 1 f onamide ; 
4- [2- (3 , 4-dichlorophenyl) -3 ,4,5,6- 

tetrafluorophenyl] benzenesulf onamide; 
4 - [ 2 - ( 4 - chloro- 3 -methoxypheny 1 ) -3 , 4 , 5 , 6 - 
tetraf luorophenyl ] benzenesulf onamide ; 
4- [2- (4-chloro-3- trif luorome thy Iphenyl) -3,4,5,6- 

t e t ra f luorophenyl ] ben z enesu 1 f onamide ; 
4 - [ 2 - [ 4 - chloro - 3 - ( N , N- dime thy lamino ) phenyl ] - 3 , 4 , 5 , 6 - 

tetraf luorophenyl ] benzenesulf onamide ; 
4- [3 , 4, 5, 6-tetraf luoro-2- 14- 

( trif luoromethyl ) phenyl ] phenyl ] benzenesulf onamide ; 
4 - [ 2 - { 3 -me thy 1 -4 - ( t r i f luoromethyl ) phenyl ) -3 , 4 , 5 , 6 - 

tetraf luorophenyl ] benzenesulf onamide ; 
4 - [ 2 - ( 3 -f luoro-4 - ( tri f luoromethyl ) phenyl ) -3 , 4 , 5 , 6 - 

tetraf luorophenyl ] benzenesul f onamide ; 
4 - [ 2 - ( 3 -chloro- 4 - ( tri f luoromethyl ) phenyl ) -3 , 4 , 5 , 6 - 

tetraf luorophenyl ] benzenesul f onamide ; 
4- 12- (3-methoxy-4- ( trif luoromethyl) phenyl) -3, 4, 5, 6- 

tetrafluo r opheny 1 ] ben z ene su 1 f onami de ; 
4-[2-[3,4-di (trif luoromethyl) phenyl] -3 ,4,5,6- 

t e t ra f luorophenyl ] ben zenesu 1 f onamide ; 
4 - [2- [3 - (N,N-dime thy lamino) -4- (trif luoromethyl) phenyl] - 

3,4,5, 6-tetraf luorophenyl ] benzenesulf onamide ; 
4 - ( 2 - [ 4 - (N , N-dimethylamino ) phenyl ] -3 , 4 , 5 , 6 - 

tetrafluorophenyl] benzenesulf onamide; 
4 - [ 2 - [ 4 - (N , N-dimethylamino ) - 3 -methy Ipheny 1 ] -3 , 4 , 5 , 6 - 

tetrafluorophenyl ] benzenesulf onamide ; 
4- [2- [4- (N, N-dimethylamino) -3 -f luorophenyl] -3,4,5,6- 
tetraf luorophenyl] benzenesulf onamide; 
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4 - ( 2 - [ 3 - chloro- 4 - ( N , N-dime thy lamino ) pheny 1 ] - 3 , 4 , 5 , 6 - 

t e t r a f 1 uo r opheny 1 ] ben z ene su 1 f onami de ; 
4 - 1 2 - [ 4 - ( N , N-dimethy lamino ) - 3 -me tho^Q^heny 1 ] - 3 , 4 ^ 5 , 6 - 
t et raf luoropheny 1 ] benzenesul f onamide ; 
5 4 - [2- [4- (N, N-dime thy lamino) - 3- (trif luorome thy 1) phenyl ] - 
3,4,5, 6- tetra£luoropherr/l] benzenesul fonamide ; 
4 - [ 2 - [ 3 , 4 -di (N, N-dimethy lamino ) phenyl 1-3,4,5,6- 

tetraf luoropheny 1 ] benzenesulf onamide ; 
4- 1 2 - { 3 , 5-dimethylphenyl ) -3 , 4 , 5 , 6 - 
10 tetrafluorophenyl ] benzenesulfonamide ; 
4-[2-(3,5-difluorophenyl)-3,4,5,6- 

tetrafluorophenyl] benzenesulfonamide; 
4- [2- (3 , 5-dichlorophenyl) -3 ,4,5,6- 

tetraf luorophenyl ] benzenesulfonamide ; 
15 4- (2- (3, 5~dimethoxyphenyl) -3,4,5,6- 

tetraf luorophenyl ) benzenesulfonamide ; 
4 - [ 2 - 1 3 , 5 -di ( tri f luorome thy 1 ) phenyl 1-3,4,5,6- 

tetrafluorophenyl ] benzenesulfonamide; 
4 - 1 2 - [ 3 , 5-di (N, N-dimethy lamino ) phenyl 1-3,4,5,6- 
20 tetrafluorophenyllbenzenesulf onamide; 
4 - [2 - (3 , 4 , 5-trimethylphenyl ) -3 , 4 , 5, 6- 

tetrafluorophenyl 1 benzenesulfonamide ; 
4 - [ 2 - (3 , 5 -dif luoro-4 -methy Iphenyl ) -3 , 4 , 5 , 6- 
tetrafluorophenyll benzenesulfonamide; 
25 4-(2-(3,5-dichloro-4 -methy Iphenyl ) - 3 , 4 , 5 , 6 - 
tetrafluorophenyl] benzenesulfonamide; 
4- [2- (3, 5-dimethoxy-4-methy Iphenyl) -3,4,5, 6- 

tetrafluorophenyll benzenesulfonamide; 
4-[2-[3,5-di( tr i f luoromethy 1 ) - 4 -me thy Iphenyl 1-3,4,5,6- 
30 tetrafluorophenyl] benzenesulfonamide; 

4-[2-[3,5-di (N, N-dimethy lamino) -4 -me thy Iphenyl] -3,4,5,6- 

tetrafluorophenyl ] benzenesulfonamide ; 
4- [2- (3 , 5-dimethyl-4-methoxyphenyl) -3,4,5,6- 
tet raf luorophenyl ] benzenesulfonamide ; 
35 4- [2 - (3 , 5-dif luoro-4 -methojQrphenyl) -3,4,5,6- 
tetrafluorophenyl] benzenesulfonamide; 
4- [2- (3 , 5-dichloro-4-methoxypheivl) -3 ,4,5,6- 
tet raf luorophenyl 1 benzenesul f onamide ; 
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4- (2- (3 , 4 , 5-trimethoxyphexiyl) -3 ,4,5,6- 

tetrafluorophenyllbenzenesulfonamide; 
4- [2- (3 , 5-di (trif luoromethyl ) -4-methoxyphenyl] -3,4,5,6- 
tetraf luorophenyl ] benzenesulf onamide; 
5 4-[2-I3,5-di (N,N-dimethylamino)-4-inethoxyphenyl] -3,4, 5, 6- 
tetraf luorophenyl] benzenesulf onamide ; 
4- [2- (3 , 5-dimethyl-4-f luorophenyl) -3 ,4,5,6- 

tetraf luorophenyl ] benzenesulf onamide ; 
4- [2 - (3 , 4 , 5-trif luorophenyl ) -3 , 4 , 5 , 6- 
10 tetraf luorophenyl ] benzenesulf onamide ; 

4- (2 - (3 , 5-dichloro-4-f luorophenyl ) -3 , 4 , 5 , 6- 

t etraf luorophenyl] benzenesulf onamide; 
4- [2- (3 , 5-dimethoxy-4-f luorophenyl ) -3 , 4 , 5 , 6- 
tetraf luorophenyl ] benzenesulf onamide ; 
15 4-t2-[3,5-di (trif luoromethyl) -4- f luorophenyl] -3,4,5,6- 
tetraf luorophenyl ] benzenesulf onamide ; 
4-[2-[3,5-di (N,N~dimethylamino) -4 -f luorophenyl] -3,4,5,6- 

tetraf luorophenyl ] benzenesul f onamide ; 
4- [2- (4-chloro-3 , 5-dimethylphenyl) -3 ,4,5,6- 
20 tetraf luorophenyl) benzenesulf onamide ; 

4-12- (4-chloro-3 , 5 -dif luorophenyl) -3,4,5,6- 

tetraf luorophenyl ] benzenesul f onamide ; 
4- [3 , 4 , 5 , 6-tetraf luoro-2- <3 ,4,5- 

trichlorophenyl ) phenyl ] benzenesulf onamide ; 
25 4 - [ 2 - ( 4 -chloro- 3 , 5 -dimethosc/pheny 1 ) -3 , 4 , 5 , 6 - 
tetraf luorophenyl ] benzenesulf onamide ; 
4 - [ 2 - [ 4 -chloro-3 , 5-di { trif luoromethyl ) phenyl ] -3 , 4 , 5 , 6 - 

t e t r a f luorophenyl ] benz enesul f onamide ; 
4- [2- [4 -chloro- 3 , 5-di {N,N-dimethylamino) phenyl] -3,4,5,6- 
30 t e t r a f luo r opheny 1 ] ben z ene su 1 f onami de ; 

4- [2- (3 , 5 -dimethyl -4- ( trif luoromethyl) phenyl) -3 ,4,5,6- 

t etraf luorophenyl ] ben z enesul f onamide ; 
4-[2-(3,5-di f luoro - 4 - ( tr i f luoromethyl ) phenyl ) - 3 , 4 , 5 , 6 - 
tetraf luorophenyl ] benzenesulf onamide ; 
35 4- [2- (3 , 5 -dichloro-4- (trif luoromethyl) phenyl) -3 ,4,5,6- 
t etraf luorophenyl ] benzenesulf onamide ; 
4- [2- (3, 5-dimetho3Qr-4- (trif luoromethyl) phenyl) -3 ,4,5,6- 
tetraf luorophenyl ] benzenesulf onamide ; 
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4 - 1 2 - [ 3 , 4 , 5 - tr i ( tr i f luoromet hy 1 ) phenyl 1-3,4,5,6- 

t e t ra f luo r opheny 1 ] ben z ene su 1 f onami de ; 
4- [2- [3, 5-di (N,N-dimethylamino) -4- 
( tr i f luoromethy 1 ) phenyl ] -3 , 4 , 5 , 6 - 
5 tetraf luorophenyl] benzenesulf onamide; 

4- [2- [3 , 5 -dimethyl -4- (N,N-dimethylamino) phenyl] -3,4,5,6- 

tetraf luorophenyl 1 benzenesulf onamide ; 
4- [2 - [3 , 5-dif luoro-4- (N,N-dimethylamino) phenyl] -3,4,5,6- 
tetrafluorophenyl] benzenesulf onamide; 
10 4- [2- 13 , 5-dichloro-4- (N,N-diraethylamino) phenyl] -3,4,5,6- 
tetraf luorophenyl ] benzenesul f onamide ; 
4- [2- [3, 5-dimetho3Qr-4- (N,N-dimethylamino)phenyl] -3, 4, 5, 6- 
t e t ra f luoropheny 1 ] benz enesul f onamide ; 
4- [2- [3 , 5-di (trif luoromethy 1) -4- {N,N- 
^ 15 dimethylamino)phenyl]-3,4,5, 6- 

tetraf luorophenyl] benzenesulfonamide; 
4- [2- [3 , 4, 5-tri (N,N-dimethylamino) phenyl] -3,4,5,6- 

tetraf luorophenyl ] benzenesulf onamide; 
4 - [ 2 - ( 4 -hydroxymethylpheny 1 ) phenyl ] benzenesulf onamide ; 
20 4 - [ 2 - ( 4 -methyl thiophenyl ) phenyl ] benzenesul f onamide ; 
4 - [ 2 - ( 4 -cyanopheixyl ) phenyl ] benzenesulf onamide ; 
4 - [ 2 - ( 4 -aminopheny 1 ) phenyl ] benzenesulf onamide ; 
4 - [ 2 - ( 4 -hydroxypheny 1 ) pheiq^l ] benzenesul f onamide ; 
4- [2- [4- {N-methylamino)phenyl]phenyl]benzenesulf onamide; 
25 4 - [ 2 - ( 4 -me thoxyme thy Iphenyl ) phenyl 1 benzenesul f onamide ; 
4 - [ 2 - ( 1 , 3 -benzodioxol -5 -yl ) -4 , 5- 

di f luorophenyl ] benzenesulf onamide ; 
4- [2- (2 , 3-dihydro-l, 4-benzodioxin-6-yl) -4, 5- 
di f luorophenyl ] benz enesu 1 f onamide ; 
30 4-I4,5-difluoro-2- (5-methylpyridin-2- 
yl ) phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (6-methylpyridin-3- 
yl ) phenyl ] benzenesulf onamide ; 
4 - [ 4 , 5 -di f luoro - 2 - { 2 - 1 hieny 1 ) phenyl ] benz enesul f onamide ; 
35 4- [4, 5-dif luoro-2- (3-furyl)phenyl]benzenesulfonamide; 
4- [4 , 5-dif luoro-2- (4- 

hydroxymethy Iphenyl ) phenyl ] benzenesul f onamide ; 
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4- [4 , 5-dif luoro-2- (4- 

methyl thiophenyl ) phenyl ) benzenesulf onaInide; 
4- [2- (4-cyanophenyl) -4,5-difluoro- 
pheny 1 ] benzenesul f onamide ; 
5 4- [2- (4-aminophenyl) 4, 5-dif luoro- 
phenyl ] benzenesulf onamide; 
4- [4, 5-dif luoro-2- (4- 

hydroxyphenyl ) phenyl J benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- [4- (N- 
10 methylamino ) phenyl ] phenyl ] benzenesulf onamide ; and 
4- [4 . 5-dif luoro-2- (4- 

methoxymethylpheny 1 ) phenyl 1 benzenesulf onamide . 

A second family of specific compounds of particular 
15 interest within Formula I consists of compounds and 
pharmaceutically-acceptable salts thereof as follows: 

2- 1 4-- (methylsulfonyl) phenyl] -l-phenylbenzene; 
1- (3-methylphenyl) -2- [4- (methylsulfonyl) phenyl] benzene; 
20 1- (3-methoxyphenyl) -2- [4- (methylsulfonyl) phenyl] benzene; 
1- (3-fluorophenyl) -2- [4- (methylsulfonyl) phenyl] benzene; 
1- (3-chlorophenyl) -2- [4- (methylsulfonyl) phenyl] benzene; 
1- (4-methylphenyl) -2- [4- (methylsulfonyl) phenyl] benzene; 
1 - ( 3 , 4 -dimethy Iphenyl ) -2 - [ 4 - 
25 (methylsulfonyl ) phenyl] benzene; 

1- (3 -methoxy- 4 -me thy Iphenyl ) -2- 14- 

(methylsulf onyl ) phenyl ] benzene ; 
1- (3 -fluoro-4-methy Iphenyl) -2- [4- 

(methylsulfonyl ) phenyl ] benzene ; 
30 1- ( 3 -chloro- 4-methylphenyl) -2- [4- 

(methylsulfonyl ) phenyl] benzene ; 
1- (4-methoxyphenyl) -2 - [4 - (methylsulfonyl) phenyl] benzene; 

1- (3-methyl-4-roethoxyphenyl)-2-[4- 
(me tliy 1 sul f ony 1 ) phenyl ] benz ene ; 

35 1 - ( 3 , 4 -dime thoxypheny 1 ) -2 - [ 4 - 

(methylsulfonyl ) phenyl ] benzene; 

2- f luoro-l-methoxy-4- [2-14- 

(methylsulf onyl ) phenyl] phenyl] benzene; 
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2-chloro-l-metho;Q^-4- [2- (4- 
(methylsulf onyl ) phenyl ] phenyl ] benzene; 
1- (4-fluorophenyl) -2- [4- (methylsulfonyl)phenyl] benzene; 
1- (4-f luoro-3-inethylphenyl) -2 - [4- 
5 (methy Isulf onyl ) phenyl ] benz ene ; 

1- (4-fluoro-3-methoxyphenyl) -2- (4- 
(methylsulf onyl ) phenyl J benzene ; 
1 - ( 3 , 4 -di f luoropheny 1 ) - 2 - [ 4 - 

(methylsulfonyl )phenyl] benzene; 
10 2-chloro-l-fluoro-4-(2-[4- 

( methylsulfonyl ) phenyl ] phenyl ] benzene ; 
1- (4-chlorophenyl) -2- [4- (methylsulfonyl) phenyl] benzene; 
1- (4-chloro-3-methylphenyl) -2- [4- 
(methylsulfonyl ) phenyl ] benzene ; 
15 1- (4-chloro-3-methoxyphenyl ) ^2- (4- 
( me t hy 1 su 1 f ony 1 ) pheny 1 ] ben z ene ; 
1 - ( 4 -chloro-3 - f luoropheny 1 ) -2 - ( 4 - 
(methylsulfonyl ) phenyl ] benzene ; 
1-- (3 , 4-dichlorophenyl ) -2- [4- 
2 0 (methylsulfonyl ) phenyl ] benzene ; 

1 - ( 3 , 5 -dimethy Ipheny 1 ) -2 - 1 4 - 

(methylsulfonyl ) phenyl ] benzene ; 
1- (3 , 5-dimethoxyphervl) -2- [4- 

(methylsulfonyl ) phenyl ] benzene ; 
25 1- (3 , 5 -dif luoropheny 1 ) -2- [ 4- 

(methylsulfonyl ) phenyl ] benzene; 
1- (3 , 5-dichlorophenyl) -2- [4- 

(methylsulfonyl) phenyl] benzene; 
1- (3,4,5-trimethylphenyl) -2-[4- 
30 (methylsulfonyl ) phenyl ] benzene ; 

1- (3 , 5-dimethoxy-4 -methy Ipheny 1 ) -2-- [ 4- 

{ me thy 1 sul f oryl ) phenyl ] benz ene ; 
1- (3 , 5-dif luoro-4-raethylphenyl) -2- [4- 
(methylsulf ony 1 ) phenyl ] benzene ; 
35 1- (3 . 5-dichloro-4-methylphenyl) -2- [4- 
(methy Isul f ony 1 ) phenyl ] benzene ; 
1- (3 , 5-dimetlT/l-4-methoxyphenyl) -2- [4- 
(methylsulf ony 1 ) phenyl ] benzene ; 
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1- (3 , 4, S-trimetho^QT^henyl) -2- [4- 

( methylsulf ony 1 ) phenyl ) benzene ; 
1- (3, 5-difluoro-4-metho3cyphenyl) -2-^4- 
(methylsulf onyl ) phenyl ] benzene ; 
5 1- (3, 5-dichloro-4"methoxyphenyl) -2- [4- 
(methylsulf onyl ) phenyl ] benzene; 
1- (3 , 5-dimethyl-4-f luorophenyl) -2-14- 

(methy Isulf onyl ) pheiQ^l ] benzene ; 
1- (3 , 5-dimethoxy-4-f luorophenyl) -2- [4- 
10 (methylsulf ony 1 ) phei^l 1 benzene ; 

1- (3 , 4, 5-trif luorophenyl) -2- [4- 
(Inethylsulf onyl ) phei^l ] benzene ; 
1- (3 , 5-dichloro-4-f luorophenyl) -2- 14- 
(methylsulf oi^l ) phenyl ] benzene ; 
15 1 - ( 4 -chloro-3 , 5 -dimethylpheny 1 ) -2 - I 4 - 
(methylsulf onyl) phenyl] benzene; 
1- (4-chloro-3, 5-dimethoxyphenyl) -2-(4- 

(methy Isul f onyl ) phenyl ] benzene ; 
1- (4-chloro-3 , 5-dif luorophenyl ) -2- [4- 
2 0 (methylsul f onyl ) phenyl ] benzene ; 

1- (3 , 4 , 5-trichlorophenyl) -2- [4- 

(methylsul f ony 1 ) phenyl ] benz ene ; 
6 - I 4 - (methyl sulf ony 1 ) phenyl ] - 5 -phenyl - 1 , 3 -benzodioxole ; 
5- (3-methylphenyl) -6- [4- (methylsulf oiyl) phenyl] -1,3- 
25 benzodioxole; 

5- (3-f luorophenyl) -6- [4- (metl^lsulf onyDpheiqrl] -1,3- 
benzodioxole ; 

5- (3-chlorophenyl) -6- [4- (methylsulf onyl) phenyl ] -1, 3- 
benzodioxole; 

30 5 - ( 3 -methoxypheny 1 ) - 6 - ( 4 - (methylsul f ony 1 ) phenyl J -1 , 3 - 
benzodioxole; 

5- (4-methylphenyl) -6- [4- (methylsulf onyl) phenyl] -1, 3- 
benzodioxole; 

5 - ( 3 , 4 -dime thy Iphenyl ) - 6 - [ 4 - ( methyl sul f ony 1 ) phenyl J - 1 , 3 - 
35 benzodioxole; 

5- (3-fluoro-4-methylphenyl) -6-[4- (methylsulfonyl)phenyl] - 
1 , 3 -benzodioxole; 
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5 - {3-chloro-4-methylphenyl) -6 - [4 - ( me thy Isulfonyl) phenyl] - 

1 , 3 --benzodioxole ; 
5- (3-methoxy-4~methylphenyl) -6 - [4- 

(methylsulf onyl ) phenyl] -1 , 3 -benzodioxole; 
5 5- (4-methoxyphenyl) -6- [4- (methylsulf onyl) phenyl] -1, 3- 

benzodioxole; 
5- (3-methyl-4-metho3Q^henyl ) -6- [4- 

(metlQrlsulf onyl ) phenyl] -1 , 3 -l)enzodioxole; 
5 - ( 3 - f luoro- 4 -methoxypheny 1 ) - 6 - 1 4 - 
10 {methylsulf onyl) phenyl] -1, 3 -benzodioxole; 

5- (3 -chlorc-4-methoxyphenyl ) -6- [4 - 

(methylsulfonyl) phenyl] -1, 3-benzodioxole; 
5 - ( 3 , 4 -dimethoxypher^l ) - 6 - [ 4 - ( me thy Isul f ony 1 ) phenyl ] - 1 , 3 - 

benzodioxole; 

15 5- (4-f luorophenyl) -6- [4- (methylsulfonyl)phenyl] -1,3- 
benzodioxole; 

5- (4-fluoro-3-raethylphenyl) -6- [4- (methylsulfonyl) phenyl] - 

1 , 3 -benzodioxole ; 
5- (3,4-dif luorophenyl) -6- [4- (methylsulf onyl) phenyl] -1,3- 
20 benzodioxole ; 

5- (3-chloro-4-f luoropheryl) -6-14- (methylsulfonyl ) phenyl ] - 

1 , 3 -benzodioxole ; 
5 - { 4 - f luoro-3 -methoxyphenyl ) - 6 - [ 4 - 

(me tlylsulf onyl ) phenyl] -1, 3 -benzodioxole; 
25 5- (4-chlorophenyl) -6- [4- (methylsulf onyl) phenyl] -1,3- 

benzodioxole ; 

5- (4-chloro-3-methylphenyl) -6- [4- (methylsul f onyl) phenyl ] - 

1, 3 -benzodioxole; 
5 - ( 4 - chloro - 3 - f luorophenyl ) - 6 - [ 4 - (methyl sul f ony 1 ) phenyl ] - 
30 1, 3 -benzodioxole; 

5- (3, 4-dichlorophenyl) -6- (4- (me thy Isulfonyl) phenyl] -1,3- 

benzodioxole; 
5 - ( 4 -chloro-3 -methoxyphenyl ) - 6 - [ 4 - 

(methylsulfonyl)phenyll -1# 3-benzodioxole; 
35 5- (3 , 5-dimethylphenyl) -6- [4- (methylsulf onyl) phenyl] -1, 3- 
benzodioxole; 

5- (3 , 5-dif luorophenyl) -6- [4- (methylsulf onyl) phenyl] -1, 3- 
benzodioxole; 
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5- (3 , 5~dichlorophenyl) -6- I 4- (me thy Isulfonyl) phenyl] -1,3- 
benzodioxole; 

5- (3 . 5-dimethoxyphenyl) -6- [4- (methy Isulfonyl) phenyl] -1, 3- 
benzodioxole; 

5 5- (3 . 4, 5-trimethylphenyl) -6- [4- (methylsulfonyl) phenyl] - 
1 , 3 -benzodioxole ; 
5- (3 , 5-dif luoro-4-methylphenyl) -6- [4- 

(methylsulfonyl ) phenyl] -1, 3 -benzodioxole; 
5- (3 , 5-dichloro-4-methylphenyl) -6- 14- 
10 (methylsulfonyl ) phenyl] -1, 3 -benzodioxole; 

5- (3 , 5-dimethoxy-4-methylphenyl) -6- [4- 

(methylsulfonyl) phenyl] -1, 3 -benzodioxole; 
5- (3 , 5-dimethyl-4-methoxyphenyl) -6- [4- 

(methylsulf onyl ) phenyl ] ~1 , 3 -benzodioxole ; 
15 5- (3 , 5-dif luoro-4-methoxyphenyl) -6- t4- 
(methylsulf onyl ) phenyl] -1,3 -benzodioxole; 
5- (3 , 5-dichloro-4-methoxyphenyl) -6-(4- 
(methylsulf onyl )phenyl] -1,3 -benzodioxole; 
5- { 3 , 4 , 5 - trimethoxyphenyl ) - 6 - [ 4 - (methylsulfonyl ) phenyl ] - 
20 1,3 -benzodioxole ; 

5- (3 , 5-dimethyl-4-f luorophenyl) -6- [4- 
(methylsulf onyDphenylJ -1, 3 -benzodioxole; 
5- (3 ^ 4 , 5-trif luorophenyl ) -6- [4- (methylsulfonyl ) phenyl ] - 
1 , 3 -benzodioxole ; 
25 5- (3 , 5-dichloro-4-f luorophen/l) -6- [4- 

(methylsulf onyl ) phenyl] -1 , 3 -benzodioxole; 
5- (3 , 5 -dimethoxy-4-f luorophenyl) -6- (4- 

(methylsulf onyl ) phenyl] -1,3 -benzodioxole; 
5- (4-chloro-3 , 5-dimethylphenyl) -6- [4- 
30 (methylsulfonyl) phenyl] -1, 3 -benzodioxole; 

5- (4-chloro-3 , 5-dif luorophenyl) -6- [ 4- 

(methylsulfonyl) phenyl] -1, 3 -benzodioxole; 
5- (3 , 4 , 5-trichlorophenyl ) -6- [4 - (methylsulfonyl ) phenyl ] - 
1 , 3 -benzodioxole ; 
35 5- {4-chloro-3 , 5-dimethoxyphenyl) -6- [4- 

(methylsulf onyl ) phenyl] -1, 3-ben2odioxole; 
1, 2-dif luoro-5- [4- (methylsulfonyl) phenyl] -4- 
pheirylbenzene ; 
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1 , 2 -di f luoro-4 - ( 3 -methy Ipheny 1 ) • 5 - [ 4 - 

(methylsulf onyl ) phenyl ] benzene ; 
l,2-difluoro-4- (3-f luorophenyl) -5- [4- 
(methylsulf onyl )phenyl J benzene; 
5 4 - ( 3 - chloropheny 1 ) - 1 , 2 - di f luor o - 5 - [ 4 - 
(methylsulf onyl ) phenyl ] benzene ; 
1,2- di f luoro- 4 - ( 3 -me thoxypheir/l ) - 5 - 1 4 - 

(me thylsulf onyl ) phenyl ] benzene ; 
1,2-dif luoro-4- ( 4-me thy Ipheny 1) -5- [4- 
10 (methylsulf oiyl ) phenyl ] benzene ; 

1 , 2-dif luoro-4- (3 , 4 -dimethy Ipheny 1 ) -5- [4- 
(me thylsulf ony 1 ) phenyl ] benzene ; 
1 , 2 -di f luoro - 4 - { 3 - f luoro - 4 -me thy Ipheny 1 ) - 5 - 1 4 - 
(methylsulf onyl ) phenyl 3 benzene ; 
15 4- {3-chloro-4-methylphenyl) -l,2-difluoro-5- [4- 
(methylsulf onyl ) phenyl ] benzene; 
1, 2-dif luoro-4- ( 3 -methoxy- 4 -methy Ipheny 1) -5 - [4- 
(methylsulf onyl ) phenyl] benzene; 
l,2-difluoro-4- (4-methoxyphenyl) -5- 14- 
20 (methylsulf onyl )phenyl] benzene; 

l,2-difluoro-4- (4-methoxy-3-methylphenyl) -5-[4- 

(methylsulf onyl ) phenyl ] benz ene ; 
1, 2-dif luoro-4- (3-f luoro -4-methoxyphenyl) -5- [4- 
(methy Isul f onyl ) phenyl ) benzene ; 
25 4 - ( 3 - chloro - 4 -me t hoxypheny 1 ) - 1 , 2 -di f luoro - 5 - [ 4 - 
( me thy Isul f ony 1 ) phenyl ] benz ene ; 
1, 2-dif luoro-4- (3, 4-dimethoxyphenyl) -5 - [4- 

( me t hy 1 su 1 f ony 1 ) pheny 1 ] ben z ene ; 
1* 2-dif luoro-4- {4-f luorophenyl) -5- [4- 
30 (methylsulf onyl ) phenyl] benzene; 

1,2- di f luoro - 4 - ( 4 - f luoro-3 -methy Ipheny 1 ) - 5 - [ 4 - 

(methylsul f ony 1 ) phenyl ] benzene ; 
Ir 2-dif luoro-4- (3 , 4-dif luorophenyl) -5- {4- 
(me thylsulf onyl ) phenyl ] benzene ; 
35 4 - ( 3 - chloro- 4 - f luoropheiyl ) - 1 , 2 -di f luoro- 5 - [ 4 - 
(methylsulf onyl ) phenyl J benzene; 
1,2-dif luoro-4- (4-f luoro-3-metho:Vphenyl) -5- 14- 
( methyl sul f ony 1 ) pheny 1 ] benz ene ; 
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4 - ( 4 - chloropheny 1 ) - 1 , 2 -di f luoro - 5 - [ 4 - 

(methylsulf onyl ) phenyl ] benzene ; 
4 - ( 4 -chlor 0-3 -methy Ipheny 1 ) - 1 , 2 -di f luoro- 5 - { 4 - 
(methylsulf onyl ) phenyl ] benzene; 
5 4- (4-chloro-3-fluorophenyl) -l,2-difluoro-5-[4- 
(methylsulf onyl ) phenyl ] benzene ; 
4- (3 ,4-dichlorophenyl) -l,2-difluoro-5-[4- 
(methylsulf onyl ) phenyl] benzene; 
4- (4-chloro-3-methoxyphenyl) -1, 2 -dif luoro -5- [4- 
10 (methylsulf onyl ) phenyl] l>enzene; 

1 / 2 -di f luoro- 4 -(3,5 -diraethy Ipheny 1 ) - 5 - [ 4 - 

(methylsulf onyl ) phenyl ] benzene; 
1 , 2-dif luoro-4- (3 , 5-dif luorophenyl) -5- [4- 
(methylsulfonyl)phenyl] benzene; 
15 4- (3 , 5 -di chloropheny 1 ) -1, 2-dif luoro-5- [4- 
( me t hy 1 su 1 f ony 1 ) pheny 1 ] benz ene ; 
l,2-difluoro-4- (3 , 5-dimethoxyphenyl) -5-(4- 

(methylsulf onyl ) phenyl ] benzene ; 
1 » 2 -di f luor o- 4 -(3,4,5- trimethy Ipheny 1 ) - 5 - [ 4 - 
20 (methyisulfonyl) phenyl] benzene; 

l,2-difluoro-4- (3 , 5-dif luoro-4-methylphenyl) -5- [4- 

(methylsulf onyl ) phenyl ] benzene ; 
4- (3 , 5-dichloro-4-methy Ipheny 1) -1,2 -difluoro-5- 14- 
(methylsulf ony 1 ) phenyl ] benzene ; 
25 l,2-difluoro-4- (3 , 5-dimethoxy-4-methylphenyl) -5- [4- 
( methyl sul f ony 1 ) phenyl ] benz ene ; 
l,2-difluoro-4- (3, 5-dimethyl-4-methoxyphenyl) -5-^4- 
{methylsulf onyl ) phenyl ] benzene; 
1 , 2 -di f luoro - 4 - ( 3 , 5 -di f luoro - 4 -methoxypheny 1 ) - 5 - 1 4 - 
30 { me t hy 1 su 1 f ony 1 ) pheny 1 ] benz ene ; 

4- (3 , 5-dichloro-4-methoxyphenyl) -1, 2-dif luoro-5- [4- 

(methylsulfonyl ) phenyl] benzene; 
1, 2-dif luoro-4- (3,4,5-trimetho:QThenyl) -5- [4- 
(me thy Isulf onyl ) phenyl] benzene; 
35 4 - ( 3 , 5 -dime thy 1 - 4 - f luoropheny 1 ) - 1 , 2 - di f luoro-5 - [ 4 - 
(methyisulfonyl ) phenyl! benzene; 
1, 2-dif luoro-4- (3,4, 5-trifluorophenyl) -5- [4- 
<me thy Isulf onyl ) phenyl] benzene; 
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4- (3 , 5-dichloro-4-f luorophenyl) -1,2-dif luoro-5- (4- 
(methy Isul f onyl ) phenyl ] benzene ; 

l,2-difluoro-4-(3,5- dime t hoxy - 4 - f luoropheny 1 ) - 5 - ( 4 - 
(methylsulfonyl) phenyl] benzene ; 
5 4 - ( 4 - chlor o - 3 , 5 - dime t hy Ipheny l)-l,2-dif luor o - 5 - [ 4 - 
( me thy 1 sul f ony 1 ) pheny 1 ] benz ene ; 

4- { 4 -chloro-3, 5 -dif luoropheny 1) -1,2-dif luoro-5- [4- 
(methylsulf onyl ) phenyl) benzene; 

1, 2-dif luoro-4- (3 , 4, 5-trichlorophenyl ) -5- [4- 
10 (me thy Isul f ony 1 ) phenyl ] benzene ; 

4 - ( 4 -chloro-3 , 5 -dimethoxyphenyl ) -1 , 2 -dif luoro- 5 - [ 4 - 
(methylsulfonyl ) phenyl ] benzene ; 

5 - [ 4 , 5 -di f luoro- 2 - ( 4 - ( methyl sul f ony 1 ) phenyl ] phenyl 1-1,3- 
benzodioxole ; 

15 2-chloro-4-[4, 5-difluoro-2-[4- 

(methylsulf onyl ) phenyl ] phenyl ) -N, N- 
dime thy Ibenzenamine ; 

6- [4, 5-dif luoro-2- [4- (methylsulfonyl) phenyl] -2, 3-dihydro- 
1/ 4-benzodioxin; 

20 l,2"dichloro-4- (4-f luorophenyl) -5- [4- 
(methylsulf onyl ) phenyl] benzene; 
2- 14 , 5-dif luoro-4 • - (methylsulfonyl) - (1 , 1 • -biphenyl) -2- 

yl] -5-methylpyridine; 
5- [4, 5-dif luoro-4 ' - (methylsulfonyl) - (1, 1' -biphenyl) -2- 
25 yl] -2-methylpyridine; and 

1, 2-dif luoro-5- [4- (methylsulfonyl) phenyl] -4- (2- 
thiazolyl ) benzene • 

Within Formula I there is a subclass of compounds of 
30 high interest represented hy Formula II: 

r7 
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wherein A is selected from 




5 wherein each of and is independently selected 
from hydrido and halo; or wherein R^ and R^ together 
form -CX:H20-; wherein each of R^^ through R^^ is 
independently selected from hydrido, lower alkyl, 
halo, lower alkoxy, lower haloalkyl, and lower 
10 dialkylamino; or wherein R^i and R^2 together form 

-0(CH2)nO-; wherein n is 1-2, inclusive; and wherein 
R*^ is selected from lower alkylsulf onyl and 
aminosulfonyl; or a pharmaceutically-acceptable salt 
thereof • 

15 Within Formula I there is a second subclass of 

compounds of high interest represented by Formula III: 




III 



F F 



20 wherein each of R^^ through Rl^ is independently 

selected from hydrido, halo, lower alkoxy, lower 
haloalkyl, amino, lower alkylamino, lower 
dialkylamino, and lower haloalkoxy; or wherein R^^ and 
R^2 together form -0(CH2)nO-; wherein n is 1-2, 

25 inclusive; or a pharmaceutical ly-acceptable salt 
thereof. 

Within Formula I there is a third subclass of 
compounds of high interest represented by Formula IV: 



SUBSTITUTE SHEET (RULE 26) 



Y. 




IV 



F 



F 



wherein Y is CR^^ or N; wherein Z is CR^^ or N; 
wherein each of Rio through R^^ independently 
selected from hydrido and lower alkyl; wherein r'^ is 
aminosulfonyl or methylsulf onyl; provided one of Y and 
2 is N; or a pharmaceutically-acceptable salt thereof. 
The term "hydrido" denotes a single hydrogen atom 
(H) . This hydrido radical may be attached, for example, 
to an oxygen atom to form a hydroxyl radical or two 
hydrido radicals may be attached to a carbon atom to form 
a methylene (-CH2-) radical. Where the term "allqri" is 
used, either alone or within other terms such as 
"haloalkyl" and "alkylsulfonyl" , it embraces linear or 
branched radicals having one to about twenty carbon atoms 
or, preferably, one to about twelve carbon atoms. More 
preferred alkyl radicals are "lower alkyl" radicals 
having one to about ten carbon atoms. Most preferred are 
lower alkyl radicals having one to about six carbon 
atoms. Examples of such radicals include methyl, ethyl, 
n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert- 
butyl, pentyl, isoamyl, hexyl and the like. The term 
"halo" means halogens such as fluorine, chlorine, bromine 
or iodine atoms. The term "haloalkyl" embraces radicals 
wherein any one or more of the alkyl carbon atoms is 
substituted with halo as defined above. Specifically 
embraced are monohaloalkyl , dihaloalkyl and polyhaloalkyl 
radicals. A monohaloallc/i radical, for one example, may 
have either an iodo, bromo, chloro or fluoro atom within 
the radical. Dihaloalkyl and polyhaloalkyl radicals may 
have two or more of the same halo atoms or a combination 
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of different halo radicals. -Lower haloalkyl" embraces 
radicals having one to six carbon atoms. Examples of 
haloalkyl radicals include f luoromethyl, dif luoromethyl, 
trifluoromethyl, chloromethy 1 , dichloromethyl, 
5 trichloromethyl , trichloromethyl, pentaf luoroethyl, 
heptaf luoropropyl , dif luorochloromethyl , 
dichlorofluoromethyl, difluoroethyl, dif luoropropyl, 
dichloroethyl and dichloropropyl . The term 
-hydroxyalkyl" embraces linear or branched alkyl radicals 
10 having one to about ten carbon atoms any one of which may 
be substituted with one or more hydroxyl radicals. More 
preferred hydrosQrallQfl radicals are -lower hydrojq/'alkyl - 
radicals having one to six carbon atoms and one or more 
hydroxyl radicals. Examples of such radicals include 
15 hydroxymethyl, hydroxyethy 1 , hydroxypropy 1 , hydroxybutyl 
and hydroxyhe^l. The term "alkoxy" embraces linear or 
branched oxy-containing radicals each having alkyl 
portions of one to about ten carbon atoms, such as 
methoxy radical. More preferred alkoxy radicals are 
20 -lower alkoxy" radicals having one to six carbon atoms. 
Examples of such radicals include methoxy, ethoxy, 
propoxy, butoxy, tert -butoxy, methylenedio3c/ and 
ethylenedioxy. The term "alkoxyalkyl- embraces alkyl 
radicals having one or more alkoxy radicals attached to 
25 the alkyl radical, that is, to form monoalkoxyalkyl and 
dialkoxyalkyl radicals. More preferred alkoxyallqrl 
radicals are "lower alkoxyalkyl- radicals having one to 
six carbon atoms and one or two alkoxy radicals. 
Examples of such radicals include methoxymethyl , 
30 methoxyethyl, ethoxyethyl, methoxybutyl and 

methoxypropyl . The "alkoxy- radicals may be further 
substituted with one or more halo atoms, such as fluoro, 
chloro or bromo, to provide "haloalkox/" and "lower 
haloalkoxy" radicals. Examples of such radicals include 
35 fluoromethoxy, chloromethoxy, trif luorometho^qr, 

trif luorqethoxy, fluoroethoxy and f luoropropoxy . The 
term -aryl", alone or in combination, means a carbocyclic 
aromatic system containing one, two or three rings 
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wherein such rings may be attached together in a pendent 
manner or may be fused. The term "aryl" embraces 
aromatic radicals such as phenyl, naphthyl, 
tetrahydronaphthyl, indane and biphenyl. The term 
5 "heterocyclic" embraces saturated, partially saturated 
and unsaturated he teroatom- containing ring-shaped 
radicals, where the heteroatoms may be selected from 
nitrogen, sulfur and oxygen. Examples of saturated 
heterocyclic radicals include saturated 3 to 6 -member ed 

10 heteromonocylic group containing 1 to 4 nitrogen 

atoms [e.g. pyrrolidinyl, imidazolidinyl, piper idino, 
piperazinyl, etc.]; saturated 3 to 6-membered 
heteromonocyclic group containing 1 to 2 oxygen atoms and 
1 to 3 nitrogen atoms [e.g. morpholinyl, etc.]; saturated 

15 3 to 6-merabered heteromonocyclic group containing 1 to 2 
sulfur atoms and 1 to 3 nitrogeii atoms [e.g., 
thiazolidinyl, etc,]. Excimples of partially saturated 
heterocyclic radicals include dihydrothiophene, 
dihydropyran, dihydrofuran and dihydrothiazole. The term 

20 "heteroaryl" embraces unsaturated heterocyclic radicals. 
Examples of heteroaryl radicals include unsaturated 5 to 
6 membered heteromonocyclic group containing 1 to 4 
nitrogen atoms, for example, pyrrolyl, pyrrolinyl, 
imidazolyl, pyrazolyl, 2-pyrid/l, 3-pyridyl, 4-pyridyl, 

25 pyrimidyl, pyrazinyl, pyridazinyl, triazolyl (e.g., 4H- 
1,2, 4-triazolyl, lH-1, 2, 3 -triazolyl, 2H-l,2,3-triazolyl, 
etc.] tetrazolyl [e.g. iH-tetrazolyl, 2H-tetrazolyl, 
etc.], etc.; unsaturated condensed heterocyclic group 
containing 1 to 5 nitrogen atoms, for example, indolyl, 

30 isoindolyl, indolizinyl, benzimidazolyl , quinolyl, 
isoquinolyl, indazolyl, benzotriazolyl, 

tetrazolopyridazinyl (e.g., tetrazolo [1, 5-b]iyridazinyl, 
etc.], etc.; unsaturated 3 to 6-membered heteromonocyclic 
group containing an oxygen atom, for example, pyranyl, 2- 
35 furyl, 3-furyl, etc.; unsaturated 5 to 6-membered 

heteromonocyclic group containing a sulfur atom, for 
example, 2-thienyl, 3-thienyl, etc.; unsaturated 5- to 6- 
membered heteromonocyclic group containing 1 to 2 oxygen 
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atoms and 1 to 3 nitrogen atoms, for example, oxazolyl, 
isoxazolyl, oxadiazolyl [e.g., 1, 2, 4-oxadiazolyl/ 1,3,4- 
oxadiazolyl, 1,2,5-oxadiazolyl, etc.] etc.; iinsaturated 
condensed heterocyclic group containing 1 to 2 oxygen 
5 atoms and 1 to 3 nitrogen atoms [e.g* benzoxazolyl, 
benzoxadiazolyl , etc.]; unsaturated 5 to 6-membered 
heteromonocyclic group containing 1 to 2 sulfur atoms and 
1 to 3 nitrogen atoms, for example, thiazolyl, 
thiadiazolyl [e.g., 1,2,4- thiadiazolyl, 1,3,4- 

10 thiadiazolyl, 1,2,5-thiadiazolyl, etc.] etc.; unsaturated 
condensed heterocyclic group containing 1 to 2 sulfur 
atoms and 1 to 3 nitrogen atoms [e.g., benzothiazolyl, 
benzothiadiazolyl, etc.] and the like. The term also 
embraces radicals where heterocyclic radicals are fused 

15 with aryl radicals. Examples of such fused bicyclic 
radicals include benzofuran, benzothiophene , and the 
like. Preferred heteroaryl radicals include five to ten 
membered fused or unfused radicals* More preferred 
examples of heteroaryl radicals include benzofuryl, 2,3- 

20 dihydrobenzof ury 1 , benzothienyl, indolyl, dihydroindolyl, 
chromanyl, benzopyran, thiochromanyl, benzothiopyran, 
benzodioxolyl, benzodioxany 1 , pyridyl, thienyl, 
pyrazolyl, isoxazolyl, pyrrolyl, thiazolyl, oxazolyl, 
furyl, and jyrazinyl. The term "sulfonyl" , whether used 

25 alone or linked to other terms such as al)<ylsulfonyl, 
denotes respectively divalent radicals -SO2-. 
"Alkylsulfonyl" embraces alkyl radicals attached to a 
sulfonyl radical, where allcyl is defined as above. More 
preferred allcylsulfonyl radicals are "lower 

30 alkylsulfonyl" radicals having one to six carbon atoms. 
Examples of such lower al}Q^l sulfonyl radicals include 
methylsulfonyl, ethylsulfonyl and propylsulfonyl. The 
terms "sulfamyl," "aminosulfoixyl" and "sulfonamic^l" 
denotes a sulfonyl radical substituted with an amine 

35 radical, forming a sulfonamide (-SO2NH2). The terms 

"carboxy* or "carlDOxyl", whether used alone or with other 
terms, such as "carbo^Q^allcyl" , denotes -CO2H. The term 
•alkylthio" embraces radicals containing a linear or 
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branched alkyl radical, of one to about ten carbon atoms 
attached to a divalent sulfur atom. More preferred 
alkylthio radicals are -lower alkyl thio" radicals having 
alkyl radicals of one to six carbon atoms. Examples of 
5 such lower alkylthio radicals are methylthio, ethylthio, 
propyl thio, butylthio and hexylthio. . The term 
"alkylamino" denotes amino groups which have been 
substituted with one or two alkyl radicals forming N- 
alJQriamino and N,N-dialkylamino radicals, respectively- 
10 Preferred alkylamino radicals are "lower alkylamino- 
having alkyl portions of one to six carbon atoms. 
Examples include N-methy laraino , N-ethylamino, N,N- 
dimethylamino, N,N-diethylamino and the like. 

The present invention comprises a pharmaceutical 
15 composition for the treatment of inflammation or an 
inflammation-associated disorder, such as arthritis, 
con^rising a therapeutically-ef f ective amount of a 
compound of Formula I in association with at least one 
pharmaceutically-acceptable carrier, adjuvant or diluent. 
20 The present invention also comprises a therapeutic 

method of treating inflammation or an inflammation- 
associated disorder in a subject, the method comprising 
treating a subject having or susceptible to such 
inflammation or inflammation-associated disorder with a 
25 therapeutically-effective amount of a compound of Formula 
I. 

Also included in the family of compounds of Formula 
I are the pharmaceutically-acceptable salts thereof. The 
term "pharmaceutically-acceptable salts" embraces salts 

to commonly used to form alkali metal salts and to form 

addition salts of free acids or free bases. The nature of 
the salt is not critical, provided that it is 
pharmaceutically-acceptable. Suitable pharmaceutically- 
acceptable acid addition salts of compounds of Formula I 

5 may be prepared from an inorganic acid or from an organic 
acid. Examples of such inorganic acids are hydrochloric, 
hydrobromic, hydroiodic, nitric, carbonic, sulfuric and 
phosphoric acid. Appropriate organic acids may be 
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selected from aliphatic, cycloaliphatic, aromatic, 
araliphatic/ heterocyclic, carboxylic and sulfonic 
classes of organic acids, examples of which are formic, 
acetic, propionic, succinic, glycol ic, gluconic, lactic, 
5 malic, tartaric, citric, ascorbic, glucuronic, maleic, 
fumaric, pyruvic, aspartic, glutamic, benzoic, 
anthranilic, mesylic, salicylic, 4-hydroxybenzoic, 
phenylacetic, mandelic, embonic (pamoic), 
methanesulfonic, ethanesulfonic, benzenesulfonic, 
10 pantothenic, 2-hydro:vethanesulfonic, toluenesulfonic, 

sulfanilic, cyclohexylaminosulfonic, stearic, algenic, p- 

hydro3Qrbutyric, galactaric and galacturonic acid. 
Suitable pharmaceutically-acceptable base addition salts 
of compounds of Formula I include metallic salts made 

15 from aluminum, calcium, lithium, magnesium, potassium, 
sodium and zinc, or organic salts made from N,N'- 
dibenzylethy lenediamine , chloroprocaine , choline , 
diethanolamine, ethylenediamine , meglumine (N- 
methylglucamine) and procaine. All of these salts may be 

20 prepared by conventional means from the corresponding 
compound of Formula I by reacting, for exan^le, the 
appropriate acid or base with the compound of Formula I. 
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QBNBRAL SYNTHBTTC PROCBDURga 



The compounds of the invention can be synthesized 
according to the following procedures of Schemes I -XIX, 
5 wherein the r1-r14 substituents are as defined for 

Formulas l-iv, above, except where further noted. U.S. 
Patent Application Serial No. 08/346,433 is incorporated 
by reference. 

0 

SCHEME I 




Synthetic Scheme I shows the three step procedure 
for the preparation of the prerequisite substituted 
phenylboronic acids 1 and 2 from commercially available 
phenyl bromides. In step one, halogen-metal interchange 
in THF at -78 "C generates the corresponding 
organolithium reagents. In step two, the organolithium 
species are reacted with trimethyl borate to give the 
corresponding methyl esters, in step three, hydrolysis 
with aqueous sodium hydroxide provides the substituted 
phenylboronic acids 1 and 2, respectively. 
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SCHEME II 




5 Synthetic Scheme II shows an alternative three step 

procedure for the preparation of the prerequisite 
substituted phenylboronic acids 1 and 2 from 
commercially available phenyl bromides. In step one, 
reaction with magnesium metal in THF at reflux in the 

10 presence of an iodine catalyst generates the 

corresponding Grignard reagents. In step two, the 
Grignard reagents are reacted with trimethyl borate to 
give the corresponding methyl esters. In step three, 
hydrolysis with aqueous sodium hydroxide provides the 

15 substituted phenylboronic acids 1 and 2, respectively. 
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SCHEME III 




Pd^, PhCHa, 
C2H5OH, 
Na2C03, A 



r7 r« 




3 



5 Synthetic Scheme III shows the procedure for the 

preparation of the substituted 2-bromo-biphenyl 
intermediates 3 from commercially available 1,2- 
dibromobenzenes and the appropriate substituted 
phenylboronic acid 1 (prepared in Synthetic Schemes I 
10 and II), Using a coupling procedure similar to the one 
developed by Suzuki et al. iSynth. Commun,, 513 
(1981)], 1,2 -dibromobenzenes are reacted with 1 in 
toluene/ethanol at reflux in the presence of a Pd^ 
catalyst, e.g., 

15 tetrakis (triphenylphosphine) palladium (0) , and 2M sodium 
carbonate to give the corresponding substituted 2-bromo- 
biphenyl intermediates 3. 
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SCHEME IV 




PdO, PhCH3, 
C2H5OH, 
Na2C03, A 

w 

r12 R13 




4 



5 Synthetic Scheme IV shows the procedure for the 

preparation of the substituted 2-bromobiphenyl 
intermediates 4 from commercially available 1,2- 
dibromobenzenes and the appropriate substituted 
phenylboronic acids 2 (prepared in Synthetic Schemes I 

10 and II) . Using a coupling procedure similar to the one 
developed by Suzuki et al. (Synthetic Scheme III), 1,2- 
dibromobenzenes are reacted with 2 in toluene/ethanol at 
reflux in the presence of a Pd^ catalyst, e.g., tetrakis 
(triphenylphosphine) palladium (0 ) , and 2M sodium 

15 carbonate to give the corresponding substituted 2- 
bromobiphenyl intermediates 4. 
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SCHEME V 



R« 




3 



Pd°, PhCHa, 
C2H5OH, 
NaaCOa, A 




5 



Synthetic Scheme V shows the procedure for the 
preparation of 1, 2-diarylbenzene antiinflammatory agents 
5 from 2-bromo-biphenyl intermediates 3 (prepared in 
Synthetic Scheme III) and the appropriate substituted 
phenylboronic acids 2 (prepared in Synthetic Schemes I 
and II) . Using a coupling procedure similar to the one 
developed by Suzuki et al. (Synthetic Scheme III), 
intermediates 3 are reacted with 2 in toluene/ethanol at 
reflux in the presence of a Pd" catalyst, e.g., 
tetrakis(triphenylphosphine)palladitun(0), and 2M sodium 
carbonate to give the corresponding 1, 2-diarylbenzene 
antiinflammatory agents 5 of this invention. 
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SCHEME VI 

Rl2 Rl3 




4 



Pcjo, PhCHa, 
C2H5OH, 
Na2C03, A 




5 



Synthetic Scheme VI shows the procedure for the 
preparation of 1, 2-diarylbenzene antiinflammatory agents 
5 from 2-broroo-biphenyl intermediates 4 (prepared in 
Synthetic Scheme IV) and the appropriate substituted 
phenylboronic acids 1 (prepared in Synthetic Schemes I 
and II) . Using a coupling procedure similar to the one 
developed by Suzuki et al. (Synthetic Scheme III), 
intermediates 4 are reacted with 1 in toluenie/ethanol at 
reflux in the presence of a Pd^ catalyst, e.g., 
tetrakis (triphenylphosphine) palladium (0 ) , and 2M sodium 
carbonate to give the corresponding 1, 2-diarylbenzene 
antiinflammatory agents 5 of this invention. 
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SCHEME VII 




C2H5OH, 

Na2C03, A 




5 



5 Synthetic Scheme VII shows an alternative one step 

procedure for the preparation of 1, 2-diarylbenzene 
antiinflammatory agents 5 from commercially available 
1,2-dibromobenzenes and the appropriate substituted 
phenylboronic acids 1 and 2 (prepared in Synthetic 

10 Schemes I and II) . Using a coupling procedure similar 
to the one developed by Suzuki et al. (Synthetic Scheme 
III), an equimolar mixture of 1,2-dibromobenzenes, 1 and 
2 are reacted in toluene/ethanol at reflux in the 
presence of a Pd^ catalyst, e.g., 

15 tetrakis (triphenylphosphine) palladium (0) , and 2M sodium 
carbonate to give the corresponding 1, 2-diarylbenzene 
antiinflammatory agents 5 of this invention. 
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5 Synthetic Scheme VIII shows the three step 

procedure for the preparation of the 2-aryl- 
phenylboronic acids 6 and 7 from corresponding 2- 
bromobiphenyl intermediates 3 (prepared in Synthetic 
Scheme III) and 4 (prepared in Synthetic Scheme IV) , 

10 respectively ♦ In step one, halogen-metal interchange in 
THF at -78^C generates the corresponding organolithium 
reagents. In step two, the organolithium species are 
reacted with trimethyl borate to give the corresponding 
methyl esters. In step three, hydrolysis with aqueous 

15 sodium hydroxide provides the substituted phenylboronic 
acids 6 and 7, respectively. 



SUBSniUTE SHEET (RULE 26) 



wo 96/16934 



PCT/US95/14943 



50 



SCHEME IX 

R7 R» 




6 

I Pd^ , PhCHa / 
C2H5OH, 
Na2C03, A 



R^i 




Synthetic Scheme IX shows the procedure for the 
preparation of 1,2 -diary Ibenzene antiinflainmatory agents 
S from commercially available siabstituted phenyl 
bromides and 2-aryl-phenylboronic acids 6 (prepared in 
Synthetic Scheme VIII) . Using a coupling procedure 
similar to the one developed by Suzuki et al. (Synthetic 
Scheme III), substituted phenyl bromides are reacted 
with 6 in toluene /ethanol at reflux in the presence of a 
Pd^ catalyst, e.g. , 

tetrakis (triphenylphosphine) palladium (0 ) , and 2M sodium 
carbonate to give the corresponding 1, 2-diarylben2ene 
antiinflammatory agents 5 of this invention. 
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7 

Pd°, PhCHa, 
C2H5OH, 
Na2C03, A 




Synthetic Scheme X shows the procedure for the 
preparation of 1,2 -diary Ibenzene antiinflanmatory agents 
5 from commercially availcdDle substituted phenyl 
bromides and 2-aryl-phenylboronic acids 7 (prepared in 
Synthetic Scheme VIII) . Using a coupling procedure 
similar to the one developed by Suzuki et al. (Synthetic 
Scheme III), substituted phenyl bromides are reacted 
with 7 in toluene/ethanol at reflux in the presence of a 
Pd^ catalyst, e.g., tetrakis ( triphenylphosphine) 
palladium (0) , and 2M sodium carbonate to give the 
corresponding 1, 2-diarylbenzene antiinflammatory agents 
5 of this invention. 
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SCHEME XI 

n,.^H 

8 9 

5 Synthetic Scheme XI shows the procedure for the 

preparation of 3 -bromopyridines 9 from commercially 
available pyridines 8. Using a procedure similar to the 
one developed by Reitz et al. [US Patent No. 5,155,177], 
pyridines 8 are reacted with bromine in the presence of 
10 aluminum chloride to give the 3 -bromopyridines 9. 

SCHEME XII 

J^'^ 1. n-BuUTHF ^^'^ 

"'^"l3~^ ~~ ^ R^2_/y.sn(CH3)3 

)— \ 2. (CH3)3SnCI y=( 

Rii Rio \^^o 

9 10 



15 

Synthetic Scheme XII shows the procedure for the 
preparation of pyridyltin intermediates 10 from 3- 
bromopyridines 9 (prepcured in Synthetic Scheme XI). In 
step one, halogen-lithium interchange in THF at -78 
20 generates the corresponding organolithium reagents. In 
step two, the organolithium species are reacted with 
trimethyltin chloride to give the corresponding 
pyridyltin intermediates 10 • 
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SCHEME XIII 




+ R^2_/^^Sn(CH3)3 



fjii Rio 
10 



P<f , PhCHa 
reflux 




r2 r3 



11 



10 



Synthetic Scheme XIII shows the procedure for the 
preparation of 1,2 -diary Ibenzene antiinflammatory agents 
11 from 2-bromo-'biphenyl intermediates 3 (prepared in 
Synthetic Scheme III) and the appropriate substituted 
pyrid/ltin intermediates 10 (prepared in Synthetic 
Scheme XII) , Reaction of 3 with 10 in toluene at reflux 
in the presence of a Pd^ catalyst, e.g., 
tetrakis ( tripheny Iphosphine ) palladium ( 0 ) gives the 
corresponding 1, 2-diarylbenzene antiinflammatory agents 
11 of this invention. 



15 
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SCHEME XIV 




Pcf*. PhCHa 
C2H5OH 

Na2C03, reflux 




5 Synthetic Scheme XIV shows the procedure for the 

preparation of 1,2-diarYlbenzene antiinflammatory agents 
13 from 2-aryl-phenylboronic acids 6 (prepared in 
Synthetic Scheme VIII) and commercially available 
bromopyridines 12. Reaction of 6 with 12 in 
10 toluene/ethanol at reflux in the presence of a Pd^ 

catalyst, e.g., tetrakis(triphenylphosphine) palladium 
(0) and 2M sodium carbonate gives the corresponding 1,2- 
diarylbenzene antiinflammatory agents 13 of this 
invention. 
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SCHEME XV 




Pd°, PhCHa 
C2H5OH 

Na2C03, reflux 




Synthetic Scheme XV shows the procedure for the 
preparation of 1,2 -diary Ibenzene antiinflammatory agents 
15 from 2-aryl-phenylboronic acids 6 (prepared in 
Synthetic Scheme VIII) and commercially available 2- 
bromofuran 14* Reaction of 6 with 14 in 
toluene/ethanol at reflux in the presence of a Pd^ 
catalyst, e.g. , tetrakis (triphenylphosphine) palladium 
(0) and 2M sodium carbonate gives the corresponding 1,2- 
diarylbenzene antiinflammatory agents 15 of this 
invention. 
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SCHEME XVI 




PdP, PhCHa 
C2H5OH 

Na2C03, reflux 




5 Synthetic Scheme XVI shows the procedure for the 

preparation of 1,2 -diary Ibenzene antiinflaimnatory agents 
17 from 2-aryl-pheiQ^lboronic acids 6 (prepared in 
Synthetic Scheme VIII) and commercially available 3- 
bromofuran 16. Reaction of 6 with 16 in 
10 toluene/ ethanol at reflux in the presence of a Pd^ 

catalys t , e.g., t etrakis { tripheny Iphosphine ) pal ladivim 
(0) and 2M sodium carbonate gives the corresponding 1,2- 
diarylbenzene antiinflammatory agents 17 of this 
invention. 
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SCHEME XVII 




Pd^, PhCHa 
C2H5OH 

NaaCOa, reflux 

1 f 




Synthetic Scheme XVII shows the procedure for the 
preparation of 1, 2-diarylben2ene antiinf lanunatory agents 
19 from 2-aryl-phenylboronic acids 6 (prepared in 
Synthetic Scheme VIII) and commercially available 2- 
bromothiophene 18. Reaction of 6 with 18 in 
toluene/ ethanol at reflux in the presence of a Pd^ 
catalyst, e.g. , tetrakis (triphenylphosphine) palladium 
(0) and 2M sodium carbonate gives the corresponding 1,2- 
diarylbenzene antiinflammatory agents 19 of this 
invention. 
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SCHEME XVIII 

q8 




Pd^, PhCHa 
C2H5OH 

NasCOs, reflux 




5 Synthetic Scheme XVTII shows the procedure for the 

preparation of 1,2 -diary Ibenzene antiinflammatory agents 
21 from 2-aryl-phenylboronic acids 6 (prepared in 
Synthetic Scheme VIII) and commercially available 3- 
bromothiophene 20. Reaction of 6 with 20 in 
10 toluene/ethanol at reflux in the presence of a Pd^ 

catalyst , e.g., te trakis ( triphenylphosphine ) palladium 
(0) and 2M sodium carbonate gives the corresponding 1,2- 
diarylbenzene antiinflammatory agents 21 of this 
invention. 
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SCHEME XIX 



1. n-CaH/MgCI 

9 2. B(C2H5)3 9 

Ar— S-CHa ► Ar_c-NH2 

A 3. NaOAc D 

H2NOSO3H " 

22 23 



5 Synthetic Scheme XIX shows the three step 

procedure for the preparation of sulfonamide 
antiinflammatory agents 23 from their corresponding 
methyl sulfones 22. Using a procedure similar to the 
one developed by Huang et al. [Tetrahedron Lett., 35, 
10 7201 (1994)], THF solutions of the methyl sulfones 22 at 
-78** C are treated with base, e.g., n-BuLi, n-C3H7MgCl, 
etc., to generate the corresponding carbanions. In step 
two , the anions are treated with an organoborane , e.g., 
triethylborane, tr ibuty Iborane , etc., at -78'' C and 
15 warmed to ambient temperature prior to stirring at 

reflux. An alternative to the boron chemistry involves 
room temperature alkylation, such as with 
haloalky It rialkylsi lanes, followed by treatment with 
silylalkyl -elimination agents. In step three, an 
20 aqueous solution of sodium acetate and hydroxyamine-0- 
sulfonic acid is added to provide the corresponding 
sulfonamide antiinflammatory agents 23 (5 where r12 - 
S02NH2) of this invention. 

The following examples contain detailed 
25 descriptions of the methods of preparation of compounds 
of Formulas I-IV. These detailed descriptions fall 
within the scope, and serve to exemplify, the above 
described General Synthetic Procedures which form part 
of the invention. These detailed descriptions are 
30 presented for illustrative purposes only and are not 

intended as a restriction on the scope of the invention. 
All parts are by weight and temperatures are in Degrees 
centigrade unless otherwise indicated. HRMS is an 
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abbreviation for High resolution mass spectrometry. The 
term "ND" signifies "not determined." All NMR data are 
from NMR unless otherwise indicated. 

5 EXAMPLE 1 




1 - ( 4 -Plttorophenyl ) >2 > [4 •> 
(methylsulfonyl )phenyl] benz«&« 

Step li — Preparation nf i -H^r««r.-;^.(4- 
fluoronhenvl lh.f»n7;f»Tifi 
Under nitrogen, 1.2 g (1.0 mmol) of Pd(PPh3)4 was 
added to a stirred solution of 9.9 g (42 mmol) of 1,2- 
dibromobenzene (Aldrich) and 3,0 g (21 mmol) of 4- 
fluorophenylboronic acid in 42 mL of toluene, 42 mL of 
ethanol and 42 mL of 2M Na2C03. After vigorous stirring 
at reflux for 3 hours, the solvent was removed in vamo , 
The residue was dissolved in ethyl acetate. The 
resulting solution was washed with water and dried over 
MgS04. Purification by silica gel chromatography (Waters 
Prep-500A) with hexane gave 4.35 g (81%) of l-bromo-2- (4- 
fluorophenyl) benzene as a colorless oil: NMR (CDCI3) 5 
7.07-7.26 (m, 3H) , 7.27-7.44 (m, 4H) , 7.67 (d, J = 8 Hz, 
IH) . 

^tgP 2; PreParflr.ion of 4-lnP^hv]^,h^nn^Pn^ / lboron^r ^P-iH 

Under nitrogen, 113 raL (181 mmol) of n-BuLi (1.6 M 
in hexanes) was added to a stirred solution of 30 g (150 
OTnol) of 4-bromothioanisole (Lancaster) in 1,500 mL of 
anhydrous tetrahydrofuran (THF) at -78 "C. After 30 
minutes, 51 mL (450 mmol) of trimetlylborate was added. 



15 



20 



25 
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The reaction was warmed to ambient temperature and 
stirred overnight • The resulting solution was treated 
with 300 mL of 10% NaOH and stirred vigorously for 1 
hour. The THF was removed in vacuo , the pH adjusted to 
5 4-5 and the solid collected by filtration. The solid was 
washed repeatedly with water and hexane. Drying in vacuo 
gave 21 g (83%) of 4-methylthiophenylboronic acid as a 
colorless solid: NMR (EMSO-de) 5 2.47 <s, 3H) , 7.20 (d, 
il = 8 Hz, 2H), 7.71 (d, J = 8 Hz, 2H) , 7.96 (s, 2H) • 

10 

Step 3; Preparation of 1- r4-f luoronhenvll -2- r4- 

(methvlthiQ)phenvn benzene 
Under nitrogen, 200 mg of Pd{PPh3)4 was added to a 
stirred solution of 500 mg (2.0 mmol) of l-bromo-2- (4- 

15 fluorophenyl) benzene (Step 1) and 500 mg (3.0 mmol) of 4- 
methylthiophenylboronic acid (Step 2) in 7 mL of toluene, 
7 mL of ethanol and 7 mL of 2M Na2C03 . After vigorous 
stirring at refliax overnight, the solvent was removed in 
vacuo ■ The residue was dissolved in ethyl acetate. The 

20 resulting solution was washed with water and dried over 
MgS04. Purification by silica gel chromatography (Waters 
LC-2000) with ethyl acetate/hexane (2:98) as the eluent 
gave 550 mg of 1- (4-f luorophenyl) -2- [4- 
(methylthio) phenyl] benzene as a semi-solid: NMR (CDCI3) 

25 6 2.46 (s, 3H), 6.92 (t, JL = 8 Hz, 2H) , 7.02-7,14 (m, 
6H), 7,37-7,42 (m, 4H) . MS (EI): m/e (rel intensity) 
294 (100), 279 (39), 277 (56), 246 (74), 227 (40), 190 
(43) , 190 (38), 140 (44) . 

30 Step 4; Preparation of 1- (4-f luorophenvl) -2- r4- 

(methvlsulfonvDphenvH benzene 
To a stirred solution of 550 mg (1.9 mmol) of crude 
1- (4-fluoro-phenyl) -2- [4- (methylthio) phenyl] benzene (Step 
3) in 10 mL of methylene chloride at ambient temperature 
35 was slowly added 1.3 g (4,1 mmol) of 3- 

chloroperoxybenzoic acid (ca. 55%) . Stirring was 
continued for 20 minutes prior to the addition of 1 g of 
Na2S03, The reaction was allowed to stir for an 
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additional 10 minutes and the solvent removed in vacuo . 
The residue was dissolved in ethyl acetate and the 
resulting solution washed twice with saturated NaHCOa and 
dried over MgS04. Recrystallization from ethyl 
5 acetate/hexane gave 437 mg (94%) of 1- (4-fluorophenyl) -2- 
(4- (methylsulfoiQrDphenylJbenzene as a colorless solid: 
np 178.0-179.0 "C? NMR (CDCI3) 8 3.05 (s, 3H) , 6.93 (t, 
il = 8 Hz, 2H), 7.03-7.09 (m, 2H) , 7.32 (d, jl = 8 Hz, 2H) , 
7.38-7.50 (m, 4H). 7.80 (d, J = 8 Hz, 2H) . MS (FAB) : 
10 m/e 333 (M+Li) . ftnal. Calc'd for C19H15FO2S: C, 69.86; 
H, 4.60; F, 5.79, Found: C, 69.74; H, 4.72; F, 5.51. 

EXAMPLE 2 



15 




4 - (2 - ( 4 -Fluorophenyl ) phenyl ] benzenesulfonamide 

Step 1 ; Preparation of 2-(4-f rnoronh^nvi ^phpnvi>v.^r.n^r^ 

20 acid 

Following the general procedure outlined in 
Synthetic Scheme VIII, 4.35 g (17.3 mmol) of l-broino-2- 
(4 -fluorophenyl) benzene (Exanple 1, Step 1) was converted 
to 2-(4-fluoropheiT/l)phenylboronic acid: NMR (CDCI3) 5 
25 4.27 (s, 2H}, 7.09-7.20 (m, 2H) , 7.25-7.32 (m, IH) , 7.34- 
7.53 (m 4H), 7.90 (d, J = 8 Hz, IH) . 

Step ?,', PrenaraMr>n of A~n..lA. 

fiuoroPhenvl )T>hPnvl Ih^nTPn^sulfonamiri^ 
30 Following the general procedure outlined in 

Synthetic Scheme IX, 1.5 g (6.9 mmol) of 2-(4- 
fluorophenyDpheiylboronic acid (Step 1) was reacted with 
2.5 g (10.4 mmol) of 4-br<»nobenzenesulfonamide 
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(Lancaster) . Purification by silica gel chromatography 
(Waters LC-2000) with ethyl acetate/hexane (3:7) and 
subsequent recrystallization from ethyl acetate/hexane 
gave 1.04 g (46%) of 4- [2- (4-fluorophenyl)phenyl] 
5 benzenesulfonamide as a colorless solid: mp 187.3-188.2 
•C; NMR (CDCI3) 5 4.83 (s, 2H) , 6.92 (t, il = 9 Hz, 2H) , 
7.02-7.11 (m, 2H), 7.27 (d, JL = 9 Hz, 2H) , 7.36-7.50 (m, 
4H), 7.78 (d, jI = 8 Hz, 2H) . MS (El): m/e (rel 
intensity) 327 (75) 245 (100); HRMS Calc'd for 
10 C18H14FNO2S: 327.0729. Found: 327,0743. Anal^ Calc'd 
for CI8H14FNO2S: C, 66.04; H, 4.31; N, 4.28. Found: C, 
65.86; H, 4.51; N, 4.34. 

EXAMPLE 3 




4- 12- ( 4 -Chlorophenyl) phenyl Ibensenesulfonamide 

Step 1; Pr^narah-ion nf 1 -hT- oinQ-2- f4- 

chloronhf^nvT > h^^nT^nfa 

Following the general procedure outlined in 
Synthetic Scheme III, 9.0 g (38 romol) of 1,2- 
dibromobenzene was reacted with 3.0 g (19 mmol) of 4- 
chlorophenylboronic acid (Lancaster) . Purification by 
silica gel chromatography (Waters Prep-500A) with hexane 
gave 4.39 g (84%) of l-broino-2- (4-chlorophenyl) benzene as 
a colorless oil: NMR (CDCI3) 5 7.18-7.26 (m, IH) , 7.28- 
7.44 (m, 6H), 7.68 (dd, J » 1.5, 8 Hz, IH) . 

Step ?,; Preparation of 2-(4-^;hlQrr.nh^n^/^^nhAnv^hnr^oT.in 

acid 
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Following the general procedure outlined in 
Synthetic Scheme VIII, 4,39 g (16.4 mmol) of l-broino-2- 
(4-chlorophenyl) benzene (Step 1) was converted to 2-{4- 
chlorophenyDphenylboronic acid: NMR (CDCI3) 8 4,20 (s, 
5 2H), 7.19-7.55 (m, 7H) , 7.89 (d, J = 8 Hz, IH) . 

Sten 2t Preparation of 4->f2-(4- 

chlorophenvl ) phenyl 1 benaenesul f Qnamide 
Following the general procedure outlined in 

10 Synthetic Scheme IX, 1.6 g (6.9 mmol) of 2-(4- 

chlorophenyDphenylboronic acid (Step 2) was reacted with 
1,8 g (7.6 mmol) of 4-bromobenzenesulfonamide. 
Purification by silica gel chromatography (Waters LC- 
2000) with ethyl acetate /hexane (3:7) and subsequent 

15 recrystallization from ethyl acetate/hexane gave 1.59 g 
(67%) of 4- [2- (4-chlorophenyl) phenyl] benzenesulfonamide 
as a colorless solid: mp 206.2-207.0 ^C; NMR (CDCI3) 8 

4.77 (s, 2H}, 7.04 (d, J = 9 Hz, 2H) , 7.16-7.31 (m, 4H) , 
7.36-7.51 (m, 4H) , 7.80 (d, J = 9 Hz, 2H) . MS (EI): m/e 
20 (rel intensity) 343 (100), 308 (13), 262 (21), 228 (82); 
HRMS Calc'd for C18H14CINO2S: 343.0434. Found: 
343.0434. Anal. Calc'd for C18H14CINO2S: C, 62.88; H, 
4.10; N, 4.07. Found: C, 62.66; H, 4.36; N, 4.09. 

25 EXAMPLE 4 




2-Fluoro-l-metlioxy<-4- [2* [4- 
30 (methylsul fonyl } phenyl ] phenyl ] benzene 

Step 1; Prfiparatign of l-brpmQ-2-f4- 

(methYl thig ) phenyl 1 benaene 
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Following the general procedure outlined in 
Synthetic Scheme IV, 33 g (140 ininol) of 1,2- 
dibromobenzene was reacted with 12 g (70 mmol) of 4- 
methylthiophenylboronic acid (Exairple 1, Step 2). 
5 Purification by silica gel chromatography with hexane 
gave 17.2 g (89%) of l-bromo-2- [4- 
(methylthio) phenyl] benzene as a colorless oil: NMR 
(CDCI3) 5 2.53 (s, 3H), 7.16-7.23 (m, IH) , 7.28-7.39 {m, 

6H) , 7.66 (d, si = 8 Hz, IH) . 

10 

Step 2; Preparation of l-brpinQ-2-f4- 

(methvlsulfonvl^phenvn benzene 
Following the synthetic procedure outlined in Step 4 
of Example 1, 17,1 g (61.3 mmol) of l-bromo-2- [4- 
15 (methylthio) phenyl] benzene (Step 1) was oxidized to its 
corresponding sulfone- Purification by silica gel 
chromatography (Waters Prep-500A) with ethyl 
acetate/hexane (3:7) gave 16.2 g (85%) of l-bromo-2- [4- 

(methylsulfonyl) phenyl] benzene as a colorless solid: mp 
20 168.2-169.5 °C; NMR (CDCI3) 5 3.12 (s, 3H) , 7.23-7.33 

(m, 2H), 7.40 (dt, a = 1.5, 8 Hz, IH) , 7.61 (d, J = 8 Hz, 
2H), 7.70 (dd, J = 1.5, 8 Hz, IH) , 8.01 (d, J = 9 Hz, 
2H) , 

25 Step 3; — Preparation of 3-f luQrQ-4-metihQxvphenvlbQronic 

acid 

Following the general procedure outlined in 
Synthetic Scheme I, 15 g (73 mmol) of 4-bromo-2- 
fluoroanisole was converted to 3-fluoro-4- 
30 methoxyphenylboronic acid: NMR (CDCI3) 6 3.75 (s, 3H) , 
6.80 (d, il = 8 Hz, IH), 7.36-7.48 (m, 2H) . 

Step 4; Preparation of luoro^l^Tnethnw-A- r2> f 4- 

f methvlsul f onvl ) ohenvl 1 phenyl 1 benzene 
35 Following the general procedure outlined in 

Synthetic Scheme VI, 5.0 g (16 mmol) of l-bromo-2- 14- 
(methylsulfonyl) phenyl J benzene (Step 2) was reacted with 
4.1 g (24 mmol) of 3-f luoro-4-methoxyphenylboronic acid 
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(Step 3). Purification by silica gel chromatography 
(Waters Prep- 500A) with ethyl acetate/hexane (35:65) and 
subsequent recrystallization from ethi^l acetate/hexane 
gave 4.82 g (88%) of 2-fluoro-l-methoxy-4- [2- (4- 
5 (methylsulfoivl) phenyl] phenyl] benzene as a colorless 
solid: mp 136.2-136.6 °C; NMR (CDCI3) 5 3.06 (s, 3H) , 
3.87 (s, 3H). 6.72-6.89 (m, 3H) , 7.31-7.51 (m, 6H) , 7.81 
(d, il = 9 Hz, 2H) . MS (EI) : m/e (rel intensity) 356 
(100), 262 (28), 246 (22); HRMS Calc'd for C20H17FO3S: 
10 356.0882. Found: 356.0881. Anal . Calc'd for 

C20H17PO3S: C, 67.40; H, 4.81; F, 5.33. Found: C, 
67.24; H. 4.83; F, 5.25. 

EXAMPLE 5 

15 




2-Chloro-l-methoxy-4- 12- [4- 
( methyl sul £ony 1 ) phenyl ] phenyl ] ben z ene 

20 

Step 1 ; Preparation nf 4-hT-r.ino-2-rh1 n roanisol i:> 

Under nitrogen, 7.3 inL (77 iranol) of dimethylsulfate 
was added to a stirred suspension of 10 g (48 inmol) of 4- 
bromo-2-chlorophenol and 5.4 g (38 mmol) of powered K2CO3 

25 in 75 mL of fresh acetone. After 2 hours at reflux, the 
reaction was cooled to ambient temperature, filtered, and 
concentrated in vacuo. The residue was dissolved in 
ethyl acetate; the resulting solution was washed with 
water and dried over MgS04 . Concentration in vacuo gave 

30 10.2 g (96%) of 4-bromo-2-chloroanisole as a colorless 

solid: mp 68,5-70.5 °C; NMR (CDCI3) 6 3.88 (s, 3H) , 6.80 
(d, il = 9 Hz, IH), 7.33 (dd, J = 2, 9 Hz, IH) , 7.50 (d, jl 
= 2 Hz, IH) . 
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Step 2; Preparation of 3-chlorQ-4-metho3gvnhenvlborQnig 

Following the general procedure outlined in 
5 Synthetic Scheme I, 10.2 g (46.2 ininol) of 4-broino-2- 
chloroanisole (Step 1) was converted to 3-chloro-4- 
methoJVPheiylboronic acid: NMR (CDCI3) 8 3.83 (s, 3H) , 
6.57 (s, 2H), 6.83 (d, J = 8 Hz, IH) , 7.64 (dd, il = 1.5, 
8 Hz, IH), 7.77 (d, J = 1.5 Hz, IH) . 

10 

Step 3; Preparation of 2-ghlQrQ-l-methQxv-4- f 2- f4- 

(methvlsulf onvl ) nhenvllphgnvl 1 hengen^ 
Following the general procedure outlined in 
Synthetic Scheme VI, 4.0 g (13 iranol) of l-bronio-2- [4- 

15 (meth/lsulfoi^l) phenyl] benzene (Example 4, Step 2) was 
reacted with 2.86 g (15.4 iranol) of 3-chloro-4- 
methojcyphenylboronic acid (Step 2) . Purification by 
silica gel chromatograpl^ (Waters PrepLC 500A) with ethyl 
acetate/hexane (35:65) and subsequent recxystallization 

20 from ethyl acetate/hexane gave 3.31 g (69%) of 2-chloro- 
l-metho3Q'-4- [2- 14- (methylsulfonyl)phenyl]phenyl]benzene 
as a colorless solid: rap 161.5-162.3 "C; NMR (CDCI3) 6 
3.05 (s, 3H), 3.88 (s, 3H) , 6.75 (d, J = 9 Hz, IH) , 6.87 
(dd, jI = 1.5, 9 Hz, IH), 7.17 (d, J = 2 Hz, IH) , 7.34 (d, 
25 il = 9 Hz, 2H) , 7.37-7.51 (m, 4H) , 7.82 (<a, J = 8 Hz, 2H) . 
MS (EI): m/e (rel intensity) 372 (100). 243 (24); HRMS 
Calc'd for C20H17CIO3S: 372.0587. Found: 372.0557. 
Anal^ Calc'd for C20H17CIO3S: C, 64.43; H, 4.60; CI, 
9.51. Found: C, 64.17; H, 4.56; CI, 9.63. 

30 

EXAMPLE 6 
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4-[2-(3-Pluoro-4- 
methoxypbenyl ) phenyl ] benzenesulfonaaide 

Step 1; Preparation of 4^ r:> > 

methQXVDhenvl ) Phenvl 1 benzenesulf onamide 
Under nitrogen, 5.8 inL (9.2 imnol) of propylmagnesiiam 
chloride (1.6 M in Et20) was added to a stirred solution 
of 3.0 g (8-4 ininol) of 2-f luoro-l-metho>Q^-4- [2- [4- 
(methylsulfonyl) phenyl] phenyl] benzene (the title conpound 
of Exainple 4, Step 4) in 9.6 mL of anhydrous 
tetrah/drofuran at 0 **C. The resulting solution was 
wanned to ambient tenperature and stirred for 30 minutes. 
The reaction was cooled to 0 prior to the addition of 
12.6 mL (12.6 mmol) of trieth/lborane (1.0 M in THF) , 
The reaction was warmed to ambient temperature and 
stirred for 90 minutes prior to stirring at reflux for 40 
hours. The reaction was cooled to 0 and treated with 
6.4 g (78 mmol) of sodium acetate, 3.8 g (34 mmol) of 
hydro3Qrlamine-0-sulfonic acid, and 11 mL of waters- 
stirring was continued as the reaction slowly warmed to 
ambient temperature. The reaction mixture was diluted 
with water and extracted three times with ethyl acetate. 
The combined etl^l acetate extractions were washed with 
brine and dried over MgS04, Purification by silica gel 
chromatography (Waters LC-2000) with ethyl acetate/hexane 
(3:7) and subsequent recrystallization from ethyl 
acetate/hexane gave 2.0 g (67%) of 4- (2- (3-f luoro-4- 

methox/phenyl) phenyl] benzenesulf onamide as a colorless 
solid: mp 143.5-145.5 °C (dec); NMR (CDCI3) 6 3.96 (s, 
3H), 4.90 (s, 2H), 6.74-6.90 (m, 3H) , 7.29 (d, J = 9 Hz, 
2H), 7.35-7.48 (m, 4H) , 7.79 (d, J = 9 Hz, 2H) . MS 
(FAB): m/e 364 (M+Li) ; HRMS Calc'd for C19H16FNO3S: 
357.0835, Found: 357.0809. Anal^ Calc'd for 
C19H16FNO3S (0.20 ethyl acetate & 0.13 H2O) C, 63.04; H, 
4.77; N, 3.71. Found: C, 63.03; H, 4.59; N, 3.52. 
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EXAMPLE 7 

SO2NH2 0CH3 

O 



5 4- [2-(3-Chloro-4- 

aethoxyphenyl ) phenyl ] benzenesulf o&amide 

Following the general procedure outlined in 
Synthetic Scheme XI, 2.5 g (6.7 inmol) of 2-chloro-l- 

10 inetho5<y-4- [2-[4- (inetlrirlsulfonyl)phenyl]phenyl]benzene 
(the title compound of Example 5) was converted to its 
corresponding sulfonamide. Purification by silica gel 
chromatography (Waters LC-2000) with ethyl acetate /hexane 
(3:7) and subsequent recrystallization from ethyl 

15 acetate/hexane gave 1.31 g (52%) of 4-[2-(3-chloro-4- 
methoxyphenyl) phenyl] benzenesulf onamide as a colorless 
solid: mp 179,5-180.2 "C; NMR (CDCI3) 8 3.87 {s, 3H) , 

4.76 (s, 2H), 6.75 (d, jZ » 9 Hz, IH) , 6.86 (dd, d = 2, 9 
Hz, IH), 7.20 (d, jI = 3 Hz, IH) , 7.29 (d, jl = 9 Hz, 2H) , 
20 7.35-7.47 (m, 4H) , 7.79 (d, jl = 8 Hz, 2H) . MS (EI): m/e 
(rel intensity) 373 (100) , 258 (17) , 243 (29) ; HFMS 
Calc'd for C19H16CINO3S: 373.0539. Found: 373.0587. 
Anal ■ Calc'd for C19H16CINO3S: C, 61.04; H, 4.31; N, 
3.75. Found: C, 60.76; H, 4.28; N, 3.48. 
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EXAMPLE 8 




1- (4-Chlorophenyl) -2- (4- 
(m«thylsul£o&yl } pbenyl ] bensene 

Following the general procedure outlined in 
Synthetic Scheme VI, 2.3 g (7.4 iranol) of l-broino-2- f4- 
(Inethylsulf onyl)phenyl]benzene (Exaiiple 4, Step 2) was 
reacted with 1.7 g (ll mmol) of 4-chlorophenylboronic 
acid. Purification by silica gel chromatography (Waters 
Prep-500A) with ethyl acetate/hexane (1:3) and subsequent 
recrystallization from ethyl acetate/hexane gave 1.90 g 
(74%) of l-(4-chloropheiyl)-2-I4- 

(methylsulfonyl) phenyl] benzene as a colorless solid: mp 
180.2-180.6 *C; NMR (CDCI3) 6 3.06 (s, 3H) . 7.04 (d, J = 
8 Hz, 2H), 7.21 (d, il = 8 Hz, 2H) , 7.33 (d, il = 9 Hz, 
2H), 7.38-7.51 (m, 4H) , 7.81 (d, il = 8 Hz, 2H) . MS (EI): 
m/e (rel intensity) 342 (34), 228 (100); HRMS Calc'd 
for C19H15CIO2S: 342.0481. Found: 342.0484. Anal. 
Calc'd for C19H15CIO2S: C, 66.56; H, 4.41; CI, 10.34. 
Found: C, 66,45; H, 4.48; CI, 10.63. 

25 EXAMPLE 9 




10 



15 



20 
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4-[2- [4- 

( Tr 1£ luoromethy 1 ) phenyl ] phenyl ] benzenesulf onamide 



Step PreParaf.ion of 4- (trif Iuoromethvl)nhf>nv1hn7-nnio 

5 aeid 

Following the general procedvire outlined in 
Synthetic Scheme I, 8.9 g (39 irnnol) of 4- 
brorwDbenzotrifluoride was converted to 4- 
( trif luoromethyl ) phenylboronic acid . 

10 

Step ?,i Preparation of l-f4-(trif lnorr>TnethvHnh^nvn - 

2- f4- (methvlsulfonvl )r>hianv1 I benzene 
Following the general procedure outlined in 
Synthetic Scheme VI, 4.0 g (13 irmol) of l-broino-2- [4- 

15 (methylsulfonyl) phenyl] benzene (Exaitple 4, Step 2) was 
reacted with 3.8 g (20 mmol) of 4- (trif luoro- 
methyl ) phenylboronic acid (Step 1). Purification by 
silica gel chromatography (Waters Prep-500A) with ethyl 
acetate/hexane (1:3) and subsequent recrystallization 

20 from ethyl acetate/hexane gave 3.80 g (77%) of l-[4- 
( trif luoromethyl) phenyl] -2- [4- 

(methylsulfonyl) phenyl] benzene as a colorless solid: rap 
172.8-173.5 *C; NMR (CDCI3) S 3.06 (s. 3H) , 7.23 (d. J = 
8 Hz, 2H), 7.33 (d, J = 9 Hz, 2H) , 7.41-7.46 (m, 2H) , 
25 7.48-7.54 (m, 4H) , 7.81 (d, il = 9 Hz, 2H) . MS (ES) : m/e 
383 (M+Li) ; HRMS Calc'd for C20H15F3O2S: 376.0745. 
Found: 376.0766. 



Step 3: Preparati on of 4-r:)-f4- 

30 (trif luoromethy Dnhenvl Inh^ nvnbenzenesul fnnamiHp 

Following the synthetic procedure outlined in 
Synthetic Scheme XI, 2.62 g (6.96 mmol) of 1-14- 
(trifluorometlyl)phenyl) -2- (4- 

(methylsulfoiyl) phenyl] benzene (Step 2) was converted to 
35 its corresponding sulfonamide. Purification by silica 
gel chromatography (Water Prep-SOOA) with ethyl 
acetate/hexane (3:7) and subsequent recrystallization 
from ethyl acetate/hexane gave 1.85 g (70%) of 4-t2-[4- 
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(trifluorcanethyl) phenyl ]phenyl)benzenesulfonamide as a 
colorless solid: itp 187.5-187.8 "C; NMR (CDCI3) 8 4.79 

(s, 2H), 7.20-7.31 (m, 4H) , 7.38-7.54 (m, 6H) , 7.80 (d, il 
= 8 Hz, 2H) . MS (EI): m/e (rel intensity) 377 (14), 297 
5 (25), 228 (100); HRMS Calc'd for C19H14F3NO2S: 
377.0697. Found: 377.0737. Anal. Calc'd for 
C19H14F3NO2S: C, 60,47; H, 3.74; N, 3.71. Found: C, 
60.43; H, 3.97; N, 3.48. 

10 EXAMPLE 10 



SO2CH3 F 




2-Chloro-l-f lttoro-4- [2- [4- 
(methylsulfonyl ) phenyl ] phftnyl ] benzene 

Step 1; Preparation nf :^-r' hlorr.-1 -f luoro-A- f2- f4- 

(methvl.qnl f onvl) nhf>nvl1 nh^^nvl Ibenzenfi 
Following the general procedure outlined in 
20 Synthetic Scheme VI, 6.43 g (20.6 mmol) of l-bromo-2- (4- 
(Inethylsulfonyl )phenyl]benzene (Example 4, Step 2) was 
reacted with 5.37 g (30.9 mmol) of 3-chloro-4- 
fluorophenylboronic acid. Purification by silica gel 
chromatograply (Waters Prep-500A) with eth/l 
25 acetate/hexane (1:3) gave 6.64 g (89%) of 2-chloro-l- 

fluoro-4-(2-t4-(metl:ylsulfonyl)phenyllphenyllbenzene as a 
colorless solid: up 179.5-181.1 "C; NMR (CDCI3) 5 3.06 

(s, 3H), 6.86-6.93 (m, IH) , 6.98 (t, ^ = 8 Hz, IH) , 7,19 

(dd, il = 2, 7 Hz, IH), 7.33 (d, J = 8 Hz, 2H) , 7.38-7.53 

30 (m, 4H), 7.84 (d, il = 9 Hz, 2H) . MS (FAB): m/e 367 

(M+Li); HRMS Calc'd for C19H14CIFO2S: 360.0387. 

Fo\md: 360.0401. Anal. Calc'd for C19H14CIFO2S: C, 
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63.25; H, 3.91; F, 5.27. Foiond: C, 62.92; H, 4.02; F, 
5.19, 



EXAMPLE 11 

5 

SO2CH3 F 




F F 



1,2-Oif lttoro-4-(4-f luorophenyl)-5-[4- 
(methylsulfozlyl)phenyl]benzene 

10 

Step 1; Preparation nf ^ O.-ri xflunTo-A- (A- 

f luoronhenvl ) -5- [4- fTnt>hhvlf,hir.ln henvnben?:enf> 
Under nitrogen, 3 g (2.6 ramol) of Pd{PPh3)4 was 
added to a stirred solution of 5.0 g (18 nmnol) of 1,2- 

15 dibroino-4,5-difluorobenzene (Aldrich) , 4.2 g (25 mnol) of 
4-methy'lthiophenylboronic acid (Exanple 1, Step 2), and 
3.1 g (22 iranol) of 4-f luorophenylboronic acid in 100 inL 
of toluene, 100 mL of ethanol, and 100 mL of 2M Na2C03. 
After vigorous stirring at reflux overnight, the solvent 

20 was removed in vacuo and the residue dissolved in ethyl 
acetate. The resulting solution was washed with water 
and dried over MgS04. Purification by silica gel 
chromatography gave l,2-difluoro-4- (4-fluorophenyl) -5- [4- 
(methylthio) phenyl 3 benzene as a semi-solid which was used 

25 without further purification. 

Step 2; Preparation of 1 . Sj-dif liir>rn-4- U- 

f luoronhenyl) -5- f4- 

(methvlsulf onvl ) nhgnvl 1 hgn^^nf» 
30 To a stirred solution of 6.34 g (ca. 18 mmol) of the 

crude 1, 2-difluoro-4- (4-fluorophenyl) -5- (4- 
(methylthio) phenyl] benzene (Step 1) in 125 mL of 
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irirnol) of B-^chloropero^benzoic acid (ca 64%); after 
stirring for 90 minutes, the reaction was diluted with 
additional methylene chloride / washed with 3 times with 
5 5% NaOH, and dried over MgS04. Purification by silica 
gel chromatography (Waters Prep-500A) with ethyl 
acetate/hexane (1:3) and subsequent recrystallization 
from ethyl acetate/hexane gave 2,81 g (43%) of 1,2- 
dif luoro-4- (4-f luorophenyl) -5- [4- 
10 (methylsulfonyl) phenyl] benzene as a colorless solid: mp 
172.8-173.5 ^C; NMR (CDCI3) 8 3.05 (s, 3H) , 6.94 (t, ,1 = 

8 Hz, 2H), 6.98-7.06 (m, 2H) , 7.21-7.31 (m, 4H) , 7.81 (d, 
il = 8 Hz, 2H) . MS (FAB): m/e 369 (M+Li) ; HRMS Calc'd 
for C19H13F3O2S: 362,0588. Found: 362.0586. Anai^ 
15 Calc'd for C19H13F3O2S: C, 62.98; H, 3.62; F, 15.73. 
Found: C, 62.96; H, 3.70; F, 15.76. 
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EXAMPLE 12 



SO2NH2 



F 




CI 



5 



4-[2-(3-Chloro-4- 
fluorophenyl ) phenyl ] benzenesulfonamide 



Following the general procedure outlined in 
Synthetic Scheme XI, 5.0 g (14 mmol) of 2-chloro-l- 

10 fluoro-4-[2-t4-(inethylsulfonyl)phenyl)phenyl]benzene (the 
title conpo\ind of Example 10) was converted to its 
corresponding sulfonamide. Purification ty silica gel 
chromatography (Waters Prep-SOOA) with ethyl 
acetate/hexane (28:72) and sxibseguent recrystallization 

15 from ethyl acetate/hexane gave 1.47 g (29%) of 4-(2-(3- 
chloro-4-fluoropheivl)phenyl)benzenesulfonamide as a 
colorless solid: mp 192.5-193.2 *C; NMR (CDCI3) 8 6.36 
(s, 2H), 6.68-6.76 (m, IH) , 6.81 (t, j: = 9 Hz, IH) . 7.06 
(d, J = 8 Hz, 2H), 7.17-7.32 (m, 5H) . 7.63 (d, J = 8, 

20 2H) . MS (FAB): m/e 368 (M+Li); HRMS Calc'd for 
CI8H13CIFNO2S: 361.0340. Found: 361.0338. Anal. 
Calc'd for C18H13CIFNO2S: C, 59.75; H, 3.62; N, 3.87. 
Found: C. 59.80; H, 3.91; N, 4.05. 
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EXAMPLE 13 

SO2NH2 



10 



15 




4- [S^A-Dlflvoro-e-i^- 
fluoropheny 1 ) phenyl ] benzeaesul fonamide 

Following the general procedure outlined in 
Synthetic Scheme XI. 2.65 g (7.32 nnnol) of 1, 2-dif luoro- 
4- (4-f luorophenyl) -5- [4- (methylsulfonyl) phenyl] benzene 
(the title compound of Example 11) was converted to its 
corresponding sulfonamide. Purification by silica gel 
chromatography (Waters LC-2000) with ethyl acetate/hexane 
(1:3) and subsequent recrystallization from ethyl 
acetate/hexane gave 1.37 g (52%) of 4- I3,4-difluoro-6- (4- 
fluorophenyl) phenyl Jbenzenesulfonamide as a colorless 
solid: mp 190.2-191.5 °C; NMR (CDCI3) 8 4.77 (s, 2H) , 
6.94 (t, n = 8 Hz, 2H), 6.98-7.06 (m, 2H) , 7.17-7.28 (m, 
4H), 7.79 (d, »I = 8 Hz. 2H) . MS (FAB): m/e 370 (M+Li); 
20 HRMS Calc'd for C18H12F3NO2S: 363.0541. Found: 

363.0576. Ana J . Calc'd for C18H12F3NO2S : C, 59.50; H, 
3.33; N. 3.85. Found: C, 59.52; H, 3.57; N, 3.68. 
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EXAMPLE 14 




F F 



5 l-(3*-Chloro-4-£luorophenyl) -4, 5-dif luoro-2- [4- 
(methyl8ul£onyl) phenyl] benzene 

Step 1: Preparation of 1- ( 3-ghloro-4-f luoroohenvl ) - 
4 , 5-dif luoro-2- [4- (m ethvlthinl phenyl 1 benzene 
10 Following the general procedure outlined in 

Synthetic Scheme VII, 4,1 g (15 mmol) of 1, 2~dibromo-4, 5- 
difluorobenzene, 3.0 g (18 inmol) of 4- 

methyl thiophenylboronic acid (Example 1, Step 2) and 2.9 
g (16,5 mmol) of 3-chloro-4-f luorophenylboronic acid were 
15 reacted. Purification by silica gel chromatography gave 
3.5 g of 1- (3-chloro-4-fluorophenyl) -4, 5-dif luoro-2- [4- 
(methylthio) phenyl] benzene as a semi-solid which was used 
without further purification. 

20 Step 2; Preparation of 1- (3-chloro-4-f luorophenvl) - 
4. 5-dif luoro-2- f4- 
( met hvl sul f onvl ) phenyl 1 benz ene 
Following the synthetic procedure outlined in Step 2 
of Example 11, 3,50 g (ca. 15 mmol) of crude l-(3-chloro- 
25 4-f luorophenyl) -4, 5-dif luoro-2- (4- 

(metlylthio) phenyl] benzene (Step 1) was oxidized to its 
corresponding sulfonamide. Purification by silica gel 
chroroatograpliy (Waters Prep-500A) with ethyl 
acetate/liexane (1:3) and siobsequent recrystallization 
30 from ethyl acetate/hexane gave 1.66 g (28%) of l-(3- 
chloro-4-f luorophenyl) -4, 5-dif luoro-2- [4- 
(methylsulfonyl) phenyl] benzene as a colorless solid: mp 
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172.2-172.5 "C; NMR (CDCI3) 6 3.05 (s, 3H) , 6.82-6.89 (m, 
IH), 6.99 (t, il = 9 H2, IH), 7.14 {dd, J = 2, 8 Hz, IH) , 

7.20-7.32 (m, 4H) , 7.84 {d, J = 8 Hz, 2H) ; MS (EI): m/e 
(rel intensity) 396 (22), 317 (12), 282 (100), 262 (25), 

243 (10); HRMS Calc'd for C19H12CIF3O2S: 396.0199. 

Found: 396.0203. ,anfli^ Calc'd for C19H12CIF3O2S: C, 

57.51; H, 3.05; F, 14.36. Found: C, 57.31; H, 2.99; F, 

14.48. 



10 



20 



25 



EXAMPLE 15 

,S02NH2 




4- C2, 3,4, 5-Tetra£laoro-6- (4- 
15 fluorophenyl) phenyl ] benseaesulfonamlde 

StgP ^ ' Preparation nf 1 9 ^ 4-tPM-^f 1„orn-S- M- 

flUOrOPhenvl ) -6- r4- (m^th.n f ^^ n> nh^n^.^ 1 ^on7'='nf 

Under nitrogen, 1 g of Pd(PPh3)4 was added to a 
stirred solution of 4.85 g (15.8 iranol) of 1,2-dibroino- 
3,4,5,6-tetrafluorobenzene (Aldrich) , 2.65 g (18.9 nnnol) 
of 4-fluorophenylboronic acid, and 3.17 g (18.9 mmol) of 

4- inethylthiophenylboronic acid (Exainple 1, Step 2) in 80 
mL of toluene, 50 inL of ethanol, and 35 mL of 2M Na2C03. 
After vigorous stirring at reflux overnight, the solvent 
was removed in yacup. The residue was dissolved in ethyl 
acetate, washed water, and dried over Na2S04. 
Concentration in yacua gave 7.3 g of 1, 2,3,4 -tetrafluoro- 

5- (4-fiuorophenyl)-6-[4-(inethylthio)phenyl]ben2ene as a 
30 yellow oil which was used without further purification. 

Step ?r , Preparation of 1 ? 1 , ^ -.tfitr;.f 1 „r>r-r.-q- 
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f luoronhenvl ^ -6- f A- 
(mehhvlsulfonvnnhenvl 1 benzene 
To a stirred solution of 7.3 g of crxide 1,2,3,4- 
tetraf luoro-5- (4-f luorophenyl) -6- (4- 
5 (methylthio) phenyl] benzene (Step 1) in 40 mL of methylene 
chloride was slowly added 15 g (43.5 mmol) of 3- 
chloropero3^benzoic acid (ca. 55%) at -10 "C. 
Purification by silica gel chromatography (MPLC) with 
ethyl acetate/hexane (1:5) followed by reversed phase 
10 chromatography (Waters DeltaPrep-3000) with 

acetonitrile/water/TFA (48:52:0.05) gave 1.2 g (19% 
overall for both steps) of 1,2, 3,4-tetrafluoro-5-(4- 
f luoropheny 1 ) -6- 1 4 - (methylsulf onyl ) phenyl ] benzene as a 
colorless solid: mp 134.0-135.0 "C; NMR (CDCI3) 5 3.05 
15 (s, 3H), 6.91-7.03 (m, 4H) , 7.26 (d, il = 8.5 Hz, 2H) , 
7.84 (d, si = 8.5 Hz, 2H) . MS (FAB): m/e 405 (M+Li) ; 
HRMS Calc'd for C19H11F5O2S: 398.0400, foxind: 398.0393. 

- Step 3: PrP.naration of 4- f 2 . ^ . 4 . S-tetraf luoro-6- (4-. 

20 f luoronhenvl \ nhenvl 1 henzenesulf onamide 

Following the general procedure outlined in 
Synthetic Scheme XI, 1.1 g (2.76 mmol) of 1,2,3,4- 
tetraf luoro-5- (4-f luorophenyl) -6- (4- 

(methylsulfonyl) phenyl] benzene (Step 2) was converted to 
25 its corresponding sulfonamide. Purification by silica 

gel chromatography (MPLC) with ethyl acetate/hexane (1:5) 
gave 80 mg (7%) 4- [2, 3,4, 5-tetrafluoro-6- (4- 
f luorophenyl) phenyl Jbenzenesulfonamide as a colorless 
solid: mp 202.0-203.0 *C; NMR {CDCI3) 6 4.78 (br s, 
30 2H), 6.92-7.04 (m, 4H) , 7.21 (d, a = 8.5 Hz, 2H) , 7.82 
(d, jI = 8.5 Hz, 2H) . MS (FAB): m/e 406 (M+Li). Anal. 
Calc'd for Ci8HioF5N02S- (0.16 H2O) : C, 53.76; H, 2.59; 
N, 3.48. Found: C, 53.73; H, 2.40; N, 3.44. 
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4 - [2 - { 3 -Chloro-4 -fluorophttnyl ) -4 , 5- 
dif luorophAztyl ] benzenesulfoaamide 

Following the general procedure outlined in 
Synthetic Scheme XI, 2,00 g (5.04 inmol) of 1- (3-chloro-4- 
f luorophenyl ) -4 , 5-dif luoro-2- [4- 

(methylsulfonyl) phenyl] benzene (the title compound of 
Exainple 14) was converted to its corresponding 
sulfonamide. Purification by reverse phase 
chromatography (Waters DeltaPrep-3000) with acetonitrile/ 
water/TPA (48:52:0.05) and subsequent recrystallization 
from ethyl acetate/hexane gave 500 mg (25%) of 4-i2-(3- 
chloro-4-f luorophenyl) -4,5- 

difluorophenyljbenzenesulfonamide as a colorless solid: 

mp 162.5-162.8 °C; NMR (CDCI3) 8 4.80 (s, 2H) , 6.81-6.88 
(m, IH), 6.99 (t, a = 9 Hz, IH) , 7.15-7.28 (m, 5H) , 7.83 
(d, il = 8 Hz, 2H). MS (PAB): m/e 404 (M+Li) ; HRMS 

Calc'd for C18H11CIF3NO2S: 397.0151. Found: 397.0152. 

Anal* Calc'd for CI8H11CIF3NO2S: C, 54.35; H, 2.79; N, 

3.52. Found: C, 54.57; H, 3.00; N, 3.42. 
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EXAMPLE 17 




SO2CH3 



5 5- (4-Pluorophenyl) -6- [4- (methylsulfonyl ) phenyl] - 

1 , 3 -^benzodloxole 

Step 1; 5- (4>-f luoroohenvl) f 4- (met:hvlt:hio)phenvn - 

10 Under nitrogen, 1 g of Pd(PPh3)4 was added to a 

stirred solution of 4 g (14.3 itimol) of 5, 6-dibroino-l, 3- 
benzodioxole (Lancaster), 2.4 g (17,2 ininol) of 4- 
fluorophenylboronic acid, and 2.87 g (17.2 mmol) of 4- 
methylthiophenylboronic acid (Exairple 1, Step 2) in 70 

15 inL of toluene, 40 mL of ethanol, and 30 mL of 2M Na2C03. 
After vigorous stirring at reflux overnight, the 
solvent was removed jji vacuo . Hae residue was dissolved 
in etlyl acetate, washed with water, and dried over 
Na2S04. Concentration in vacuo gave 6.9 g of 5-<4- 

20 f luoropheryl) -6- 14- (methylthio) phenyl] -1, 3 -benzodioxole 
as a semi-solid which was used without further 
purification. 

Step 2: Preparation of 5- (4-f luoronhenvl ) -6- [4- 

25 (methylsulfgnYDphenvl 1 -1 > 3-ben2QdiQXQle 

To a stirred solution of 6.9 g of 5-(4- 
f luorophenyl) -6- (4- (methylthio) phenyl] -1, 3 -benzodioxole 
(Step 1) in 30 mL of methylene chloride was slowly added 
12 g (38.2 mmol) of 3-chloroperoxybenzoic acid (ca. 55%) 
30 at -10 °C, Purification by silica gel chromatography 
(MPLC) with ettyl acetate/hexane (1:4) followed by 
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reversed phase chromatographv (Waters DeltaPrep-3000) 
with acetonitrile/water/TFA (45:55:0.05) gave 200 mg (4% 
overall for both steps) of 5- (4-fluorophenyl) -6- [4- 
{inetlylsulfonyl)phenyl]-l,3-benzodioxole as a colorless 
5 solid: inp 173.0-174.0 "C; NMR (CDCI3) 8 3.04 (s, 3H) , 

6.06 (s, 2H), 6.86-6.92 {m, 4H) . 6.96-7.03 (m, 2H) , 
7.23-7.27 (m, 2H), 7.76 (d, J. = 8.5 Hz, 2H) . MS (FAB): 
m/e 377 (M+Li); HRMS Calc'd for C20H15FO4S: 370,0675, 
found: 370.0680. Anal. Calc'd for C20H15FO4S (0.25 
10 H2O): C, 64.08; H, 4.17. Found: C, 64.08; H, 4.15. 

EXAMPLE 18 




F F 

15 

1- (3-Chloro-4-iaethoxyphenyl) -4, 5-dif luoro-2- 14- 
(methylsulf onyl ) phenyl ] benzene 

^tep 1; Prepartarion of 3-bromo-4.s-dif iiin7-o-3-r4- 

20 (mefchvl1-h-ir.^r.hp>r,Yl ] |^^f.n7if'nf 

Following the general procedxire outlined in 
Synthetic Scheme IV, 40 g (147 mmol) of l,2-dibromo-4, 5- 
difluorobenzene was reacted with 12.3 g (73 mmol) of 4- 
methylthiopheiylboronic acid (Example 1, Step 2). 
25 Purification by silica gel chromatography with hexane 
gave 40.3 g of l-bromo-4, 5-difluoro-2- [4- 
(metlT/lthio) phenyl] benzene as a yellow oil which was 
used without further purification. 

° StCT 2' Preparation nf i . S-r^i f iuor»-2- fj- 
tmethvlsu] fonvllnhAnvl 1 l-%^nr7«»nf> 
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Following the synthetic procedure outlined in Step 
4 of Exaitple 1, 40.3 g (ca. 73 iranol) of l-broino-4, 5- 
difluoro-2- [4- (methyl thio) phenyl] benzene (Step 1) was 
oxidized to its corresponding sulfone* Purification by 
5 silica gel chromatography (Waters Prep--500A) with ethyl 
acetate/hexane (1:3) gave 17.4 g (68%) of l-bromo-4,5- 
difluoro-2- (4-(methylsulfonyl)phenyl]benzene as a 
colorless solid; itp 158.5-159.5 ^'C; NMR (CDCI3) 8 3.12 

(s, 3H), 7.13-7.21 (m, IH) , 7.50-7.60 (m, 3H) , 8.02 (d, 
10 4I = 9 Hz, 2H) , 



Step 3: Preparation of 1- (3-chloro-4"methoxvnDhenvl) - 
4.5^difliiQrQ>2^r4^ 
(methvlsulf onvl ) phenyl 1 benzene 

15 Following the general procedure outlined in 

Synthetic Scheme VI, 4.4 g (13 mmol) of l-bromo-4,5- 
dif luoro-2- [4- (methylsulfonyl)phenyl] benzene (Step 2) 
was reacted with 3.1 g (17 iranol) of 3-chloro-4-metho3Qr 
phenylboronic acid (Example 5, Step 2) . Purification by 

20 silica gel chromatography (Waters Prep-500A) with ethyl 
acetate/hexane (3:7) and subsequent recrystallization 
from ethyl acetate/hexane gave 4.47 g (95%) of l-(3- 
chloro-4-meth03QTph€nyl) -4 , 5-dif luoro-2- [4- 
(methylsulfonyl) phenyl] benzene as a colorless solid: mp 

25 147.5«148.5 ^C; NMR (CDCI3) 5 3.05 (s, 3H) , 3.88 (s, 
3H), 6.75 (d, il = 9 Hz, IH) , 6.83 (dd, J = 2, 9 Hz, 
IH), 7.10 (d, il = 2 Hz, IH), 7,17-7.32 (m, 4H) , 7.83 
(d, il = 9 Hz, 2H) . MS (EI) : m/e (rel intensity) 408 
(33), 314 (15), 294 (52), 279 (63), 251 (100). Anal. 

30 Calc'd for C20H15CIF2O3S • (0 .27 ethyl acetate): C, 

58.53; H, 3.99; F, 8.79. Found: C, 58.75; H, 3.71; F, 
8.52. 
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F F 



1 , 2 -D i £ luoro - 4 - < 3 - fluor o - 4 -me t hoxypheny 1 ) - 5 - [ 4 - 
(m«thylflul£onyl ) phenyl ] bensane 

Following the general procedure outlined in 
Synthetic Scheme VI, 3.0 g (8.6 iranol) of l-broino-4, 5- 
difluoro-2- (4- (methylsulfonyl) phenyl] benzene (Exainple 
18, Step 2) was reacted with 1.9 g (11 inmol) of 3- 
fluoro-4-lnethoxyphenylboronic acid (Exaitple 4, step 3). 
Purification by silica gel chromatography (Waters Prep- 
500A) with ethyl acetate/hexane (1:3) and subsequent 
recrystallization from ethyl acetate/hexane gave 3.19 g 
(94%) of l,2-difluoro-4-(3-fluoro-4-methoxyphenyl)-5-t4- 
(methylsulfonyl) phenyl] benzene as a colorless solid: np 
159.2-159.7 »C; NMR (CDCI3) 5 3.05 (s, 3H) , 3.87 (s. 
3H), 6.63-6.85 (m, 3H) , 7.16-7.32 (m, 4H) , 7.82 (d, il = 
8 Hz, 2H) . MS (EI): m/e (rel intensity) 392 (49), 313 
(15), 298 (48), 269 (100), 249 (79). Anai^ Calc'd for 
C2OH15F3O3S (0.26 ethyl acetate): C, 60.85; H, 4.15; F, 
13.71. Found: C, 61.33; H, 3.90; F, 13.40. 
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EXAMPLE 20 



SO2NH2 




0CH3 



ci 



F 



F 



5 



4- [2- (3>Chloro-4-aethoxyphenyl ) -4, 5- 



dlfluorophanyllbensenesulfonamlde 

Following the general procedure outlined in 
Synthetic Scheme XI, 4.00 g (9.78 inmol) of 1- {3-chloro- 

10 4-meth03cyphenyl ) -4 , 5-dif luoro-2 - [ 4- 

(methylsulfonyl) phenyl] benzene (the title confound of 
Exanple 18) was converted to its corresponding 
sulfonamide. Purification by silica gel chromatography 
(MPLC) with ethyl acetate/hexane (1:3) and sxibseguent 

15 recrystallization from ethyl acetate/hexane gave 0.86 g 
(21%) of 4-[2-(3-chloro-4-methoxyphenyl)-4,5- 
dif luorophenyl]benzenesulfonamide as a colorless solid: 
mp 70 "C (dec); NMR (CDCI3) 6 3.87 (s, 3H) , 4.84 (s, 

2H), 6.75 (d, al = 9 Hz, IH) , 6.82 (dd, jl = 2, 9 Hz, IH) , 
20 7.14 (d, il =2 Hz, IH), 7.16-7.28 (m, 4H) , 7.81 (d, il = 
8, 2H) . MS (EI): m/e (rel intensity) 409 (22), 294 
(15), 279 (28), 251 (100), 231 (20). Anal . Calc'd for 
C19H14CIF2NO3S: C, 55.68; H, 3.44; N, 3.42. Found: C, 
55.42; H, 3.48; N, 3.33. 



25 
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EXAMPLE 21 




F F 



4-[4,5-I>if luoro-2-(3-£l^loro-4- 
metboxyp]l•ayl ) phanyl J benzene sul fonamlde 

Following the general procedure outlined in 
Synthetic Scheme XI, 2.50 g (6.38 mmol) of 1, 2-difluoro- 
4- (3-f luoro-4-metho3cyphenyl) -5- [4- (methyl- 
sulfonyl) phenyl] benzene (the title compound of Exartple 
19) was converted to its corresponding sulfonamide. 
Purification silica gel chromatography (MPLC) with 
ethyl acetate/ hexane (1:3) and subsequent 
recrystallization from ethyl acetate/hexane gave 0.82 g 
(33%) of 4-r4,5-difluoro-2-(3-fluoro-4- 
methoxyphenyl) phenyl Jbenzenesulfonamide as a colorless 
solid: mp 132.2-132.8 °C; NMR (CDCI3) 6 3.87 (s, 3H) , 

4.85 (s, 2H), 6.71-6.85 (m, 3H) , 7.15-7.27 (m, 4H) , 
7.81 (d, jI = 9 Hz. 2H). MS (EI): m/e (rel intensity) 
393 (32), 298 (21), 282 (25), 269 (100). 249 (46). 
Anal* Calc'd for C19H14F3NO3S: C, 58.01; H, 3.59; N, 
3.56. Found: C, 57.75; H, 3.48; N, 3.48. 
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5 4- [6- (4-Fluorophexiyl)-l, 3-benzodloxol-5- 

yllbenzenesulfonamlde 

Sten 1; Pr<=>naratiQn of 5-br nmQ-6- (4-f 1 norophfinvl ) -1 . 3- 
bPnTindioxole 

10 Under nitrogen, 1.1 g of Pd(PPh3)4 was added to a 

stirred solution of 10.4 g (37.2 rnmol) of 5, 6-dibromo- 

1.3- benzodioxole and 2.6 g (18.6 rnmol) of 4- 
fluorophenylboronic acid in 100 mL of toluene, 60 inL of 
ethanol, and 40 mL of 2M Na2C03. After vigorous 

15 stirring at refliox overnight, the solvent was removed in 
vacuo . The residue was dissolved in ethyl acetate, 
washed with water, and dried over Na2S04. Purification 
by silica gel chromatography (Waters Prep-500A) with 
hexane as the eluent gave 3.9 g (71%) of 5-bromo-6- (4- 

20 fluorophenyl) -1,3-benzodioxole as a colorless solid: mp 
86.0-87,5 **C; NMR {CDCI3) 5 6.02 (s, 2H) , 6.77 (s, IH) , 

7.04- 7.13 {xa, 3H) , 7.28-7.35 (m, 2H) , 

Sten 2; Prepa ration of f 6- (4-f luomnhenvl) "1 . 3" 

25 hi=^n2odioxo1-5-vnboronic acid 

Under nitrogen, 6.3 mL (15.8 mmol) of n-BuLi (2.5 M 
in hexanes) was added to a stirred solution of 3,9 g 
(13.2 mmol) of S-bromo-e- (4-f luorophenyl) -1/3- 
benzodioxole (Step 1) in 30 mL of anhydrous THF at -78 

30 ^C. After 30 minutes, 4.5 mL (39-4 mmol) of 

trimethylborate was added. The reaction was warmed to 
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ambient temperature and stirred for 3 hours prior to the 
addition of 60 mL of 5% NaOH. The reaction was stirred 
for an additional 60 minutes, the THF removed in vanin . 
and the pH adjusted to ca. 4. The residue was dissolved 
5 in ethyl acetate; the resulting solution was dried over 
Na2S04 and concentrated in vacuo to give 1.7 g (50%) of 

[6-(4-fluorophenyl)-l,3-benzodiQxol-5-yl]boronic acid as 
a pale yellow solid: NMR (CDCla) 8 4.00 (br s. 2H) , 

6.06 (s, 2H), 6.75 (s, IH) . 7.08-7.17 (m, 2H) , 7.26 (s, 
10 IH), 7.31-7.39 (m, 2H). 



20 



^^^P Preparation nf 4- f fi- f4 -f i„nronh^nvn -1 . ^- 

Under nitrogen, SCO mg of Pd(PPh3)4 was added to a 
15 stirred solution of 1.55 g (6.0 mmol) of (6-(4- 

fluorophenyl)-l,3-benzodioxol-5-yl]boronic acid (Step 2) 
and 1.09 g (4.62 mmol) of 4-bromobenzenesulfonamide 
(Lancaster) in 30 mL of toluene, 20 mL of ethanol, and 
15 mL of 2M Na2C03. After vigorous stirring at reflux 
for 6 hours, the solvent was removed in varnn and the 
residue dissolved in ethyl acetate. Ihe resulting 
solution was washed with water and dried over Na2S04. 
Purification by silica gel chromatography (MPLC) with 
ethyl acetate/hexane (3;7) gave 1.3 g (76%) of 4-{6-(4- 
fluorophenyl) -1, 3-benzodioxol-5-yl]benzenesulfonamide as 
a colorless solid: mp 191.0-192.5 "C; NMR (CDCI3) 5 
4.80 (s. 2H), 6.06 (s, 2H) , 6.83-6.92 (m, 4H) , 6.97-7.06 
(m, 2H), 7.20 (d, J = 8.5 Hz, 2H) , 7.74 (d, J = 8.5 Hz, 
2H). MS (FAB): m/e 372 (M+H) . Anal. CalCd for 
30 C19H14FN04S: C, 61.45; H, 3.80; N, 3.77. Found: C, 
61.48; H, 3.92; N, 3.68. 



25 
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EXAMPLE 23 




F F 



5 l,2-Di£luoro-4- (4-inethylphenyl) -5- [4- 

(methylsulf onyl ) phenyl ] benzene 

Following the general procedure outlined in 
Synthetic Scheme VI, 2.56 g (7.37 inmol) of l-bromo-4,5- 

10 difluoror2- [ (4-niethylsulf onyl) phenyl] benzene (Exanple 
18, Step 2) was reacted with 1.35 g (9.93 mmol) of 4- 
methylphenylboronic acid. Purification by silica gel 
chromatography (MPLC) with etl^l acetate/hexane (3:7) 
gave 2,55 g (97%) of 1, 2-dif luoro-4- (4-metlT/lphenyl) -5- 

15 [4- (methy Isulf onyl) phenyl] benzene as a colorless solid: 
mp 147.0-148.0 °C; NMR (CDCI3) 5 2.32 (s, 3H) , 3,05 (s, 
3H), 6.92 (d, jI = 8 Hz, 2H) , 7.03 (d, il = 8 Hz, 2H) , 
7.17-7.32 (m, 4H) , 7,79 (d, J = 8 Hz, 2H) . MS (FAB): 
m/e 365 (M+Li) , Anal. Calc'd for C20HI6F2O2S: C, 

20 67.03; H, 4.50. Fovind: C, 67.18; H, 4.48. 

EXAMPLE 24 




SO2CH3 



F F 

25 
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5- [4,5-Sif luoro-2- [4- 
(methylsulfonyDphe&yl] phenyl] -1, 3-benzodioxole 



Step 1; Preoarat. i on of n . ^ -benzodi nxol - S -v1 ^ hm-f^n -i 

5 acid 

Following the synthetic procedure outlined in Step 
2 of Exaitple 1, 15.2 g (75.6 mmole) of S-bromo-l, 3- 
benzodioxole (Aldrich) was converted to (1,3- 
ben2odioxol-5-yl)boronic acid as a colorless solid: NMR 
10 (CDCI3) 5 5.98 (s, 2H), 6.88 (t, J = 8 Hz, IH) , 7.26- 
7.41 (m, 2H), 7.80 (br s, 2H) , 



Step 2; Preparation of u . s-di f Ihot-o-:?- r^- 

(methvlsul f onvl )nh*»nv1 1 phgnv] 1 -1 . ^- 
15 benzofi-iovolfi 

Following the general proced\ire outlined in 
Synthetic Scheme I, 2.24 g (6.45 ititnol) of l-broino-4, 5- 
difluoro-2- (4 - (inethylsulfonyl) phenyl] benzene (Exanple 
, 18, Step 2) was reacted with 1.39 g (8.38 mmol) of (1,3- 

20 benzodioxol-5-yl)boronic acid (Step 1) , Purification by 
silica gel chromatography (MPLC) with ethyl 
acetate/hexane (1:4) gave 2.47 g (99%) of 5-[4,5- 
dif luoro-2- [4- (metl^lsulforyl) phenyl J phenyl] -1,3- 
benzodioxole as a colorless solid: top 110.0-111.0 °C; 

25 NMR (CDCI3) 5 3.05 (s, 3H), 5.95 (s, 2H) , 6.47-6.52 (m, 
2H), 6.67 (d, a = 8.5 Hz. IH) , 7.16-7.24 (m, 2H) , 7.32 
(d, J = 8.5 Hz, 2H), 7.82 (d, ,1 = 8.5 Hz, 2H) . MS 
(FAB): m/e 395 (M+Li) . Anal . Calc'd for C20H14F2O4S: 
C, 61.85; H, 3.63. Found: C, 61.92; H, 3.66. 
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EXAMPLE 25 




SO2NH2 



F F 



5 4- [4,5-Dl£luoro-2- (4- 

methylplienyl ) phenyl ] bensenesulf onannlde 

Following the general procedure outlined in 
Synthetic Scheme XI, 2.43 g (6.78 mtnol) of 1, 2-dif luoro- 

10 4- (4-inethylphenyl ) -5- [4- (methylsulfonyl) phenyl] benzene 
(the title conpound of Exanple 23) was converted to its 
corresponding sulfonamide. Purification by silica gel 
chromatography (MPLC) with ett^l acetate/hexane (1:5) 
gave 1.90 g (78%) of 4-t4,5-difluoro-2-(4- 

15 methylphenyDphenylJbenzenesulfonamide as a colorless 
solid: TOP 103.0-104.0 'C; NMR (CDCI3) 8 2.32 (s, 3H) , 
4.81 (s, 2H), 6.93 (d, J = 8 Hz, 2H) , 7.04 (d, jl = 8 Hz, 
2H) , 7.16-7.29 (m, 4H) , 7.78 (d, d = 8.5 Hz, 2H) . MS 
(EI): m/e 359 (26), 279 (33), 278 (41), 264 (100), 251 

20 (36), 119 (62), 80 (70), 64 (56). Anal. Calc'd for 
C19H15F2NO2S: C, 63.50; H, 4.21; N, 3.90. Found: C, 
63,55; H, 4.24; N, 3.80. 

EXAMPLE 26 




SO2NH2 



F F 
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4- [2-(l,3-Benzodioxol-5-yl)-4, 5- 
dif luorophenyllbenzenesulfonamide 



5 Following the general procedure outlined in 

Synthetic Scheme XI, 2.34 g (6.02 mmol) of 5-[4,5- 
dif luoro-2- [4- (methylsulf onyl ) phenyl]phenyl ] -1 , 3- 
benzodioxole (the title compoxand of Exanple 24) was 
converted to its corresponding sulfonamide. 
10 Purification by silica gel chromatography (MPLC) with 
ethyl acetate/hexane (3:7) gave 1.84 g (78%) of 4-t2- 
(1, 3-ben2odioxol-5-yl) -4, 5- 

dif luorophenyl]benzenesulfonamide as a colorless solid: 
mp 142.0-143.0 "C; NMR (CDCI3) 8 4.83 (s, 2H) , 5.95 (s, 
15 2H), 6.49-6.54 (m, 2H) , 6.69 (d, il = 8 Hz, IH) , 7.15- 

7.30 (m, 4H), 7.81 (d, J = 8 Hz, 2H) . MS (EI): m/e 389 
(18), 308 (14), 251 (100), 231 (43). Anal. Calc'd for 
C19H13F2N04S- (0.19 H2O) : C, 58,09; H, 3.43; N, 3.57. 
Found: C, 58.11; H, 3.51; N, 3.48. 

20 

EXAMPLE 27 




1- (3-Chloro-4-methylp]ienyl) -4, 5-di£luoro-2- (4-- 
(aethylsul£onyl ) phenyl ] benzene 

gteP Preparation of 3 -chl oro-4 -mgthvl nhenvlhornn i r 

acid 

Following the general procedure outlined in 
Synthetic Scheme I, 11.1 g (54 mmol) of 4-bromo-2- 
chlorotoluene was converted to 3-chloro-4- 
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methylphenylboronic acid as a colorless solid: NMR 
{CDCI3) 8 2.47 (s, 3H), 7.37 (d, il = 8 Hz, IH) , 7.98 (d, 

jI = 8 Hz, IH) , 8.08 (s, IH) . 



5 Step 2: Prenaratinn of 1 - n-rhlnrr.-4-inethvlphenvll - 
A.'^-difliiorQ-2-f4- 
f mehhvlsul f onvl ) ohenvl T benzene 
Following the general procedure outlined in 
Synthetic Scheme VI, 2.49 g (7.17 ininol) of l-bromo-4,5- 
10 difluoro-2- [4- (methylsulfonyl) phenyl] benzene (Bxanple 
18, Step 2) was reacted with 1.59 g (9.33 mmol) of 3- 
chloro-4-inethylpherylboronic acid (Step 1) . 
Purification by silica gel chromatograph/ (MPLC) with 
ethyl acetate/hexane (1:5) gave 2.65 g (94%) of l-(3- 
15 chloro-4-inethylphenyl) -4, 5 -difluoro-2 - [4- 

(methylsulfonyl) phenyl] benzene as a colorless solid: irp 
138.0-139.0 *C; NMR (CDCI3) 5 2.34 (s, 3H) , 3.05 (s, 
3H) , 6.75 (dd, il = 2, 8 Hz, IH) , 7.03-7.10 (m, 2H) , 
7.18-7.26 (m, 2H) , 7.29 (d, J = 8 Hz, 2H) , 7.83 (d, il = 
20 8 Hz, 2H) . MS (FAB): m/e 399 (M+Li) . Anal. Calc'd for 
C20H15CIF2O2S: C, 61.15; H, 3.85. Found: C, 61.12; H, 
3.82. 

EXAMPLE 28 

25 




F F 



2-Chloro-4- [4, 5-di£luoro-2- [4- 
(methylsulf onyl ) phenyl ] phenyl ] -N, N- 
30 dimethylbensenamine 
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Step 1 ; Preparation of 4-bromo-2-chlr>T-o-W.M- 

Under nitrogen, 11.6 mL (186 nrnol) of iodomethane 
was added to a stirred solution of 12.8 g (62 mrool) of 
5 4-bromo-2-chloroaniline and 42.8 g (310 xnmol) of 

powdered K2CO3 in 200 mL of DMF. Purification by silica 
gel chromatography (Waters Prep-500A) with ethyl 
acetate /hexane (5:95) gave 11.3 g (78%) of 4-bramo-2- 
chloro-N,N-dimethylaniline as a colorless liquid: NMR 
10 {CDCI3) 5 2.79 (s, 6H). 6.92 (d, J = 9 Hz, IH) , 7.25- 
7.34 (m, IH), 7.49 (d, J = 2 Hz, IH) . 

Step 2; Prenaraf-ton nf ^-r hlorn-4- flM.M- 

dimethvl ami no) nhgnvlbnrnni f ao-i H 

15 Following the general procedure outlined in 

Synthetic Scheme I, 11.3 g (48.2 mmol) of 4-bromo-2- 
chloro-N,N-dimethylaniline (Step 1) was converted to 3- 
chloro-4-(N,N-dimethylamino)phenylboronic acid as a 
colorless solid: NMR (CDCI3) 8 2.93 (s, 6H) , 7.12 (d, J 

20 =8 Hz, IH), 8.01 (d, J = 8 Hz, IH) , 8.12 (s, IH) . 



Step 3; Preparation of :?-nh1orn-4-fA,q -dif]iinr-n-:>-r4- 

(methvlsiilfonv] \ nh atyyH nh^nvl 1 -W w- 
dimethvl hgnzenami nt> 

25 Following the general procedure outlined in 

Synthetic Scheme VI, 2.25 g (6.48 mtnol) of l-bromo-4,5- 
dif luoro-2- [4- (methylsulfonyl) phenyl] benzene (Exanple 
18, Step 2) was reacted with 1.68 g (8.42 mmol) of 3- 
chloro-4-(N,N-dimethylamino)phenylboronic acid (Step 2). 

30 Purification by silica gel chromatograpiv (MPLC) with 
ethyl acetate/hexane (3:7) gave 2.65 g (97%) of 2- 
chloro-4- [4, 5-dif luoro-2- [4- 

(methylsulf onyl ) phenyl ] phenyl J -N, N-dimethylbenzenamine 
as a colorless solid: mp 129.0-130.0 «*C; NMR (CDCI3) 5 
35 2.81 (s. 6H), 3.05 (s. 3H) , 6.76-6.91 (m, 2H) , 7.08 (d, 
li = 2 Hz, IH), 7.17-7.26 (m, 2H) , 7.31 (d, J. = 8.5 Hz, 
2H), 7.83 (d, a = 8.5 Hz, 2H) . MS (FAB): m/e 428 
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(M+Li). Anal . Calc'd for C21H18CIF2NO2S: C, 59.79; H, 
4.30;N, 3.32. Found: C, 59.40; H, 4.29; N, 3.24. 

EXAMPLE 29 




SO2NH2 



F F 



4- [2- (3-Chloro-4-metliylphenyl) -4,5- 
di£luorophenyl]benze&esulf onamlde 

10 . 

Following the general procedure outlined in 
Synthetic Scheme XI, 2.54 g (6.47 mmol) of l-(3-chloro- 
4-inetlylphenyl) -4, 5-dif luoro-2- (4- (metliyl- 
sulfonyl) phenyl] benzene (the title conqpound of Example 
15 27) was converted to its corresponding sulfonamide. 
Purification by silica gel chromatography (MPLC) with 
ethyl acetate/ hexane (1:5) gave 1.80 g (71%) of 4-(2- 
(3-chloro-4-methylpheiryi) -4, 5- 

dif luorophenyDbenzenesulfonamide as a colorless solid: 
20 inp 139.0-140.0 *C; NMR (CDCI3) 6 2.33 (s, 3H) , 4.81 (s. 

2H), 6.74 (dd, jI = 2, 8 Hz, IH) , 7.04 (d, i2 = 8 Hz, IH) , 

7.12 (d, a = 2 Hz, IH) , 7.17-7.25 (m, 4H) , 7.80 (d, il = 

8 Hz, 2H) . MS (FAB): m/e 400 (M+Li). Anal. Calc'd 

for C19H14F2CINO2S: C, 57.95; H, 3.58; N, 3.56. Found: 

25 C, 57.91; H, 3.55; N, 3.54. 
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EXAMPLE 30 




,S02NH2 



F F 



5 4- [2> [3-C]iloro-4- (H,H-dimethylamino) phenyl] -4,5- 
diflttoropbenyl] benzene sulfonamide 

Following the general procedure outlined in 
Synthetic Scheme XI, 2.50 g (5.93 mmol) of 2-chloro- 
10 4-[4,5-difluor6-2-[4-(methylsulfonyl) phenyl ] phenyl J - 
N,N-diinethylben2enainine (the title con?)ound of 
Example 28) was converted to its corresponding 
sulfonamide. Purification by silica gel 
chromatography (MPLC) with ethyl acetate/hexane (3:7) 
15 gave 1.75 g (70%) of 4- [2- [3-chloro-4- (N,N- 
dimethylamino) phenyl ] -4, 5- 
difluorophe^yl]ben2enesulfonaInide as a colorless 
solid: mp 193.0-194.0 °C; NMR (CDCI3) S 2.83 (s, 
6H), 4.80 (s, 2H), 6.79 (dd. J = 2, 9 Hz, IH) , 6.87- 
20 6.95 (m, IH) , 7.13 (d, ^ = 2 Hz, IH) , 7.17-7.29 (m, 
4H), 7.82 (d, i = 8 Hz, 2H). MS (FAB): m/e 429 
(M+Li). Anal. Calc'd for C20H17CIF2N2O2S <0.27 
H20): C, 56.16; H, 4.13; N, 6.55. Found: C, 56.16; 
H, 4.02; N, 6.39. 
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EXAMPLE 3 1 




;02CH3 



F F 



1, 2-Dif luoro-4- (4-f luoro-3-inethylphenyl) -5- [4- 
(methylaulfonyl ) phenyl ] benzene 

Sfceo li Prenarar-ion of 4-f 1iinr-ft>:^-inethvlr>henvlborQnic acid 

Following the general procedure outlined in Synthetic 
Scheme I, 5 -bromo-2-fluoro toluene was converted to 4- 
f luoro-3-niethylphenylboronic acid: NMR (CDCI3) 6 2.39 (d, i 
= 2 Hz, 3H), 7.13 (t, jI = 9 Hz, IH) , 7.99-8.08 (m, 2H) . 

Step 2; Prpnaration of 1 . 2-di f liinro-4- U-f liinrn-3- 

methYlPhenvl ) - 5 - f 4 - 

(methvlsulf onvl ) phenvll benzene 
Following the general procedure outlined in Synthetic 
Scheme VI, l-broroo-4, 5-difluoro-2-(4- 
(methylsulfonyl)phenyl]benzene (Exangple 18, Step 2) was 
reacted with 4-f luoro-3-methylphenylboronic acid (Step 1) 
to give l,2-difluoro-4-(4-fluoro-3-methylphenyl)-5-[4- 
(methylsulfonyl) phenyl] benzene as a colorless solid: mp 
167.2-167.5 "C; NMR {CDCI3) 8 2.19 (d, i = 2 Hz. 3H) , 3.04 
(s, 3H), 6.71-6.78 (m, IH) , 6.84 (t, il = 9 Hz, IH) , 6.92 
(dd, jI = 2, 8 Hz, IH), 7.18-7.32 (m, 4H) . 7.81 (d, il = 8 
Hz, 2H) ; MS (FAB) m/z 383 (M+Li) + ; HRMS calCd for M-^ 
376.0745, found 376.0752. Anal . Calc'd for C20H15F3O2S: C, 
63.82; H, 4.02; F, 15.14. Found: C, 64.00; H, 3.95; F, 
14.96. 
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EXAMPLE 32 




O2CH3 



F F 



4-(4-Chloro-3-metliylplienyl) -1,2-dif luoro-5- 14- 
( me thy 1 su 1 £ ony 1 ) phenyl ] benz ene 

SiSSU^ PreParar, 3 on Pf 4 -nhl OrQ-3 -mer.hvl nhenvl homn i r 

acid 

Following the general procedure outlined in Synthetic 
Scheme I, 5-bromo-2-chlorotoluene was converted to 4- 
chloro-3-methylpheivlboronic acid: nmr (DMSO-dg) 8 2.31 (s, 
3H),. 7.35 (d. i = 8 Hz, IH) , 7.59 (d, il = 8 Hz. IH) , 7.71 
(s, IH), 8.10 (br s, 2H). 



Step ?,' , Preparation of 4-f4-^Mnrn--^-».«>M ^lphftnvn-1 9- 

diflUQrO-')-f4-(inPthv1fin1f«nv1 ^r^henvl 11-^onr.«»ni» 

Following the general procedure outlined in Synthetic 
Scheme VI, l-bromo-4, 5-difluoro-2-[4- 
(methylsulfonyl)phenylJben2ene (Exanrple 18, Step 2) was 
reacted with 4-chloro-3-methylpherylboronic acid (Step 1) 
to give 4- (4-chloro-3-methylpheir/l) -l,2-difluoro-5-[4- 
(methylsulfonyl)phenyl]benzene as a colorless solid: mp 
151.5-152.2 »C; NMR (CDCI3) 6 2.29 (s, 3H) , 3.05 (s, 3H) , 
6.73 (dd. i = 2, 8 Hz, IH), 6.98 (d, i = 2 Hz, 2H) , 7.16 
(d, J = 9 HZ. IH), 7.19-7.32 (m, 4H) , 7.82 (d, j; = 9 Hz, 
2H) ; MS (FAB) m/z 399 {M+Li} + ; HRMS calc'd for M* 392.0449, 
found 392.0437. Anal-. Calc'd for C20H15CIF2O2S: C, 61.15; 
H, 3.85; F, 9.67. Found: C, 61.04; H, 3.79; F, 9.55. 



SUBSTITUTE SHEET (RULE 26) 



W096/16934 PCTrtJS9»14M3 

99 

EXAMPLE 33 




OaCHa 



F F 



1, 2-Dif luoro-4- (3, 4-dimethylphenyl) -5- 14- 
(metliylsulfionyl} phenyl] benzene 

step 1; Preparation nf :^ ■4-dimPf.hvlphenv1boronic acid 

Following the general procedure outlined in Synthetic 
Scheme I, 4 -bromo-fi -xylene was converted to 3,4- 
dimethylphenylboronic acid: NMR (CDCI3) 5 2.19 (s, 6H) , 
7.07 (d, il = 8 Hz, IH), 7.45-7.54 (m, 2H) , 7.84 (br s, 2H) . 

Step 2: Pr^naration of 1 . 2-dif luoro-4- (3 . 4- 

dimethvlphenvl) -5-f4- 

f mPthvlsu 1 f onvl \ phenyl T benzene 
Following the general procedure outlined in Synthetic 
Scheme VI, l-bromo-4, 5-difluoro-2- I4- 
(methylsulfonyl)phenyl]benzene (Exantple 18, Step 2) was 
reacted with 3,4-diinethylphenylboronic acid (Step 1) to 
give 1, 2-dif luoro-4- (3 , 4-dimethylpheivl) -5- (4- 
(methylsulfonyl) phenyl] benzene as a colorless solid: mp 
125.1-125.8 *C; NMR (CDCI3) 8 2.16 (s, 3H) , 2.23 (s. 3H) , 
3.04 (s, 3H), 6.69 (dd, il = 2, 8 Hz, IH) , 6.86 (s, IH) . 
6.95 (d, il = 8 Hz, IH), 7.16-7.26 (m, 3H) , 7.29 (d, JL = 9 
Hz, IH), 7.79 (d, il = 9 Hz, 2H); MS (FAB) m/z 379 (M+Li)+; 
HRMS calc'd for M+ 372.0996, found 372.0978. Anal. Calc'd 
for C20H18F2O2S: C, 67.73; H, 4.87; F, 10.20. Found: C, 
67.93; H, 4.92; F, 9.82. 
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EXAMPLE 34 




OjNHz 



4-14, 5-Dl£luoro-2-(4-f luoro-3- 
methylphenyl ) phenyl ] benzenesulf onamlde 

Following the general procedure outlined in Synthetic 
Scheme XI, l»2-difluoro-4-(4-fluoro-3-methylphenyl) -5- [4- 
(methylsulfonyl) phenyl J benzene (Example 31) was converted 
to 4- [4, 5-difluoro-2- (4-fluoro-3-methylphenyl) phenyl] 
benzenesulfonamide as a colorless solid: mp 151.5-152.0 
•C; NMR (CDCI3) 5 2.18 (d. = 2 Hz, 3H) , 4.84 (s, 2H) , 
6.70-6.78 (m, IH) , 6.83 (t, J = 9 Hz. IH) , 6.94 (dd, H = 2, 
8 H2, IH), 7.15-7.29 (m, 4H) , 7.79 (d. jl = 8 Hz, 2H) ; MS 
(FAB) 384 (M+Li)+; HRMS calc'd for M+ 377.0697, found 
377.0720. Aaal^Calc'd for C19H14NF3O2S: C, 60.47; H, 3.74; 
N, 3.71. Found: C, 60.07; H, 3.84; N, 3.62. 



EXAMPLE 35 

CH3 




O2CH3 



1, 2-Dl£luoro-4- (4-methoxy-3-methylpheay) -5-14 
( methyl sulfbnyl ^phenyl ] benzene 

Step 1i — Preparation of «nT«> 
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Under nitrogen, to a stirred suspension of 38.9 g (208 
mmol) of 4-brorao-2-inethylphenol and 43.1 g (312 mmol) of 
K2CO3 powder in 300 mL of THF was added 39 mL (624 mmol) of 
iodomethane. The mixture was heated to reflux overnight, 
and cooled to ambient temperature. The inorganic salts 
were removed by filtration, and the organic solvent was 
removed in vamn The residue was dissolved in ethyl 
acetate, washed with water and brine, and dried over MgS04. 
Purification by silica gel plug with ethyl acetate /hexane 
(5:95) gave 28 g (67%) of 4-bromo-2-methylanisole as a 
colorless solid: mp 65.0-66.0 *C; NMR (CDCI3) 8 2.18 (s, 
3H), 3.80 (s, 3H), 6.67 (d, j; = 9 Hz. IH) , 7.22-7.28 (m, 
2H) . 

Step 2; Preoararion nf 4-methoxv-l -mefchvlnhp nvlboron i r 

acid 

Following the general procedure outlined in Synthetic 
Scheme I, 4-bromo-2-methylanisole was converted to 3- 
niethyl-4-methoxyphenylboronic acid: NMR (CDCI3) 5 2.33 (s, 
3H), 3.92 (s, 3H), 6.96 (d, J = 8 Hz, IH) , 7.98 (s, IH) , 
8.03 (d, J = 8 Hz, IH) . 

Step 3; Preparation of 1.2-diflunrr>-4-M-me^hr>xv-^- 

methvlPhenv) -5- \A- (methvlsul fonvl )nh^nvl 1 hen?;gnf> 
Following the general procedure outlined in Synthetic 
Scheme VI, l-bromo-4,5-difluoro-2-[4-(methylsulfonyl) 
phenyl] benzene (Example 18, Step 2) was reacted with 3- 
methyl-4-methoxyphenylboronic acid (Step 2) to give 1,2- 
dif luoro-4- (4-methoxy-3-methylpheny ) -5- [4- (methylsulfonyl) 
phenyl] benzene as a colorless solid: mp 160.5-161.5 "C; 
NMR (CDCI3) 8 2.11 (s, 3H). 3.04 (s, 3H) , 3.79 (s, 3H) , 
6.63 (d, J = 9 Hz, IH), 6.74 (dd, J = 2. 9 Hz, IH) , 6.85 
(d, ,1 = 2 Hz, IH), 7.15-7.27 (m, 3H) , 7.30 (d, i = 8 Hz, 
IH), 7.80 (d, JL = 8 Hz, 2H); MS (FAB) m/z 395 (M+Li)*; HRMS 
calc'd for M* 388.0945, found 388.0940. Anal, for 
C21H18F2O3S: C, 64.94; H, 4.67; F, 9.78. Found: C, 64.59; 
H, 4.84; F, 9.52. 



SUBSTITUTE SHEET (RULE 26) 



wo 96/16934 



PCTAIS9S/14943 



102 

EXAMPLE 3 6 




;02NH2 



F F 



4- [2- (4-Chloro-3-methylphenyl) -4,5- 
dlf luorophenyllbenzenesulf onamlde 

Following the general procedure outlined in Synthetic 
Scheme XI. 4- (4-chloro-3-inethylphenyl) -1, 2-difluo^o-5-^4- 
(Inethylsulfonyl)phenyl]benzene (Example 32) was converted 
to 4- [2- (4-chloro-3-methylphenyl) -4 , 5-dif luorophenyl] 
benzenesulfonamide as a colorless solid: mp 141.5-142.8 
•C; NMR (CDCI3) 6 2.29 (s, 3H) . 4.89 (s. 2H) . 6.73 (dd, ^ = 
2, 8 Hz, IH), 7.00 (d, jI = 2 Hz, IH) , 7.15 (d, i = 8 Hz, 
IH), 7.17-7.27 (m, 5H) , 7.80 (d, jl = 9 Hz, IH) ; MS (FAB) 
m/z 400 (M+Li) + ; HRMS for M+ 393.0402, found 393.0416. 
Anal. Calc'd for C19H14NF2CIO2S: C, 57.95; H, 3.58; N, 3.56. 
Found: C, 57.73; H, 3.55; N, 3.48. 



EXAMPLE 37 




;02NH2 



F F 



4- [4, 5-Dl£luoro-2-(3,4- 
dime thy Iphenyl) phenyl Jbenzenesulfoiiamide 
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Following the general procedure outlined in Synthetic 
Scheme XI, 1,2-dif luoro-4- (3 , 4-dimethylphenyl) -5- [4- 
(^lethylsulfonyl)phenyl]benzene (Exanple 33) was converted 
to 4-I4,5-difluoro-2- (3, 4-dimethylpheivl) 
phenyl ]benzenesul£onainide as a colorless solid: mp 132.8- 
133.9 °C; NMR (CDCI3) 5 2.16 (s, 3H) , 2.22 (S, 3H) , 4.83 
(s, 2H). 6.68 (dd, J = 2, 8 Hz, IH) , 6.88 (s, IH) , 6.94 (d, 
i = 8 Hz, IH), 7.15-7.28 (m, 4H) , 7.77 (d, il = 8 Hz, 2H) ; 
MS (FAB) m/z 380 {M+Li) + ; HRMS for M+ 373.0948, found 
373.0972. Anal . Calc'd for C20H17NF2O2S : C, 64.33; H, 4.59; 
N, 3.75. Found: C, 64.20; H, 4.58; N, 3.72. 

EXAMPLE 38 




I02NH2 



F F 



4- [2- (3, 5-Oichloro-4-nethoxyphenyl) -4, 5- 
dl £ Ittprophenyl ] benzene sul f onamide 

Step 1; Preparation of 4-bromn-2 . fi-dirhloroanisole 

Following the roethylation procedure described in Step 
1 of Example 35, 4-bromo-2, 6-dichlorophenol was methylated 
to give 4-bromo-2, 6-dichloroanisole as a colorless solid: 
mp 67.0-68.0 "C; NMR (CDCI3) S 3.88 (s, 3H) , 7.45 (s, 2H) . 

Step 2; Preparation of 3 . 5-dichloro-4-inethoxvDhenvlboronic 

acid 

Following the general procedure outlined in Synthetic 
Scheme I, 4-bromo-2, 6-dichloroanisole was converted to 3,5- 
dichloro-4-methoxyphei:vl boronic acid: lOfiR (CDCla) 6 3.83 
(s, 3H), 7.73 (s, 2H) . 
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Step 3; Prenaraf inn of 4- f :?-hrQmo-4 . S-dif InnT-nnhAiiyn 

benzenegulfonamiHf* 
Following the general procedure outlined in Synthetic 
Scheme XI, l-broino-4, 5-difluoro-2- [4- (methylsulf onyl) 
phenyl] benzene (Example 18, Step 2) was converted to 4-(2- 
bromo-4, 5-dif luorophenyllbenzenesulfonamide as a colorless 
solid: NMR (CDCI3) 8 4.87 (s, 2H) , 7.12-7.21 (m, IH) . 
7.49-7.58 {m, 3H) , 8.00 (d, il = 9 Hz, 2H) . 

Step 4; Preparation nf 4- f:?- (3 . 5-dirM r>rf>-4- 

methoxvnhenvl ) -4 . S- 
di f luoronhenvl 1 h*.nzenesulf onam-i <^t> 
Following the general procedure outlined in Synthetic 
Scheme VI, 3, 5-dichloro-4-metho3QT)henylboronic acid (Step 
2) was reacted with 4- (2-bromo-4, 5-dif luorophenyl] 
benzenesulfonamide (Step 3) to give 4- [2- (3 , 5-dichloro-4- 
methoxyphenyl ) -4 , 5-dif luorophenyl] benzenesulfonamide as a 
colorless solid: mp 145.5-146.0 °C; NMR (CDCI3) 6 3.89 (s, 
3H), 4.78 (s, 2H), 6.98 (s, 2H) , 7.18-7.29 (m, 4H) , 7.85 
(d, it = 8 Hz, 2H);. MS (FAB) m/z 450 {M+Li) + ; HRMS calc ' d 
for (M+H)+ 444.0039, found 444.0052. Anal. Calc'd for 
Ci9Hi3NCl2F203S : C, 51.37; H,.2.95; N, 3.15. Found: C, 
51.59; H, 3.03; N, 3.15. 



EXAMPLE 39 




>02NH2 



F F 



4- [4, 5-Dif luoro-2- (4-methoxy•■3- 
methylphenyl ) phenyl ] benzenesulfonamide 
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Following the general procedure outlined in Synthetic 
Scheme XI, 1, 2-dif luoro-4- (4-methoxy-3-methylpheny) -5- (4- 
(methylsulfonyl) phenyl] benzene (Exan«>le 35) was converted 
to 4-(4,5-difluoro-2-(4-methoxy-3- 

methylphenyl) phenyl Ibenzenesulfonamide as a colorless 
solid: mp 120.0-121.8 °C; NMR (CDCI3) 8 2.11 (s, 3H) , 3.79 
(s, 3H), 4.84 (S, 2H), 6.63 (d. J = 9 Hz, IH) , 6.74 (dd, H 
= 2, 9 Hz, IH), 6.88 (d, J = 2 Hz, IH) , 7.13-7.28 (m, 4H) , 
7.78 (d, jI = 8 Hz, 2H); MS (FAB) m/z 396 (M+Li)*; HRMS 
calc'd for M+ 389.0897, found 389.0921. ftnal. Calc'd for 
C20H17NF2O3S: C, 61.69; H, 4.40; N, 3.60. Found: C, 61.79; 
H, 4.37; N, 3.67. 

EXAMPLE 40 




O2CH3 



F F 



1,2-Dif luoro-4- (3, 4-diinethoxypheny) -5-14- 
(aethylsulfonyl )phenyl] benzene 

Sten 1; P rt:.r)arar-ion nf :^ . 4-diniethoXVTJhPnvborQn3.C SCid 

Following the general procedure outlined in Synthetic 
Scheme I, l-brorao-3 , 4-dimethoxybenzene was converted to 
3,4-dimethoxyphenyboronic acid: NMR (CDCI3) 6 3.98 (s, 
3H), 4.02 (s, 3H), 7.02 (d, J[ = 9 Hz, IH) , 7.69 (s, IH) , 
7.86 (d, jI = 9 Hz, IH) . 

Step 2: PT-*»»aration nf 1 . :2-dif 1iinrn-4- f ^ ■4-dimethoXVPhenv) 

-S- r4- (m PMivlRnlfnnvl ^nhenvl Ibenzene 
Following the general procedure outlined in Synthetic 
scheme VI, l-bromo-4,5-difluoro-2- [4- (methylsulfonyl) 
phenyl Ibenzene (Example 18, Step 2) was reacted with 3,4- 
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dimethoxyphenyboronic acid (Step 1) to give 1, 2-difluoro-4- 
(3 , 4-dimethoxypheny) -5- [4- (raethylsulfonyl ) phenyl] benzene as 
a colorless solid: mp 140.0-141.0 "C; NMR (CDCI3) 6 3.04 
(S, 3H), 3.61 (s, 3H), 3.86 (s, 3H) , 6.48 (d, i = 2 Hz, 
IH), 6.65 (dd. jI = 2, 8 Hz, IH) , 6.75 (d, j; = 8 Hz, IH) , 
7.17-7.29 (m. 2H) . 7.31 (d. J = 8 Hz, 2H) , 7.81 (d, J = 8 
Hz, 2H); MS (FAB) m/z 411 (M+Li)*; HRMS calc'd for M+ 
404.0894, found 404.0893. Anal. Calc'd for CsiHisFzOiS 
(0.24 H2O): C, 61.70; H. 4.51. Found: C, 61.69; H, 4.56. 

EXAMPLE 41 



>02CH3 




6- [4, S-Dlfluoro-2- [ 4 - (methylsul fonyl ) phenyl ] -2 , 3 - 
dlhydro -1,4 -benzodioxin 

Step li prfipflrfirlon of 2.3-dihvdrn-i.4-h^n^nrHo^.;n-ff- 

bornnir- 

Following the general procedure outlined in Synthetic 
Scheme l, 3,4-ethylenedioxylbromobenzene was converted to 
2,3-dihydro-l,4-benzodioxin-6-boronic acid: NMR (CDCI3) S 
4.27-4.36 (m, 4H) , 6.97 (d, J = 9 Hz, IH) , 7.67-7.72 (la, 
2H} . 



Step 2; — Preparafion of fi- f/i , s-Hi f i,.o.rr>-t?- f 4- 

l inethY l f?\n f onvl ) rtiftnvl 1 -?. . i-di hvdro-i . ^-^^n^^^^ „ 
Following the general procedure outlined in Synthetic 
Scheme VI, l-bromo-4,5-difluoro-2- [4- (methylsulfonyl) 
phenyl] benzene (Example 18, step 2) was reacted with 2,3- 
dihydro-l,4-benzodioxin-6-boronic acid (Step 1) to give 6- 
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l4,5-difluoro-2-l4-{methylsulfonyl)phenyl] -2, 3-dihydro-l,4- 
benzodioxin as a colorless solid: mp 82.0-83,0 "C; NMR 
(CDCI3) 5 3.05 (s, 3H), 4.21-4.26 (m, 4H) , 6.43 (dd, J = 2, 
8 Hz, IH), 6.61 (d. J. = 2 Hz, IH) , 6.68 (d. jl = 8 Hz, IH) . 
7.14-7.24 (m, 2H) , 7.31 (d, J = 8 Hz, 2H) , 7.81 (d, J = 8 
Hz, 2H) ; MS (FAB) m/z 409 (M+Li) + ; HRMS calc'd for M+ 
402.0737, found 402.0749. Anal* Calc'd for C21H16F2O4S 
(0.17 hexane): C, 63.41? H, 4.44. Found: C, 63.50; H, 
4.28. 

EXAMPLE 42 




;02NH2 



F F 



4- t4» 5-Difluoro-2- (3,4- 
dlmethoxyphenyl ) phenyl ] benz enesii 1 ff onamide 

Following the general procedure outlined in Synthetic 
Scheme XI, l,2-difluoro-4-(3,4-diinethoxypheny)-5-(4- 
(methylsulfonyl) phenyl] benzene (Exait^jle 40) was converted 
to 4-[4.5-difluoro-2-{3,4- 

dimethoxyphenyl) phenyl Ibenzenesulf onamide as a colorless 
solid: mp 157.0-158.0 "C; NMR (CDCI3) « 3.61 (s, 3H) , 3.86 
(s, 3H), 4.77 (s, 2H), 6.46 (d, i = 2 Hz, IH) , 6.65 (dd. jl 
= 2, 8 Hz, IH), 6.75 (d, j: = 8 Hz, IH) , 7.16-7.30 (m, 4H) , 
7.79 (d, jI = 8 Hz, 2H); MS (FAB) m/z 412 (M+Li) + ; HRMS 
calc'd for M+ 405.0846, found 405.0870. ftnal. Calc'd for 
C20H17NF2O4S (0.35 H2O): C, 58.33; H, 4.33; N, 3.40. 
Found: C, 58.34; H, 4.23; N. 3.31. 
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4- I2-(2,3-Dihydro-l,4-benzodioxin-6-yl)-4,5- 
dif lttorophenyl]benzenesulfonamide 

Following the general procedure outlined in Synthetic 
Scheme XI, 6- [4, 5-dif luoro-2- [4- (methylsulfonyl)phenyl] - 
2,3-dihydro-l,4-benzodioxin (Example 41) was converted to 
4- [2- (2, 3-dihydro-l, 4-ben20dioxin-6-yl) -4 , 5- 
difluorophenyllbenzenesulfonamide as a colorless solid: mp 
107.0-108.0 'C; NMR (COCI3) 6 4.22-4.26 (m, 4H) , 4.75 (s, 
2H). 6.43 (dd. jI = 2, 8 Hz. IH) , 6.62 (d, JT = 2 Hz, IH) . 
6-68 (d, i = 8 Hz, IH), 7.13-7.30 (m, 4H) , 7.80 (d, J = 8 
Hz. 2H); MS (FAB) m/z 410 {M+Li) + ; HRMS calc'd for M+ 
403.0690, found 403.0697. Anal. Calc'd for C20H15NO4F2S : 
C. 59.55; H, 3.75; N, 3.47. Found: C, 59.89; H, 3.99; N. 
3.20. 

EXAMPLE 44 

''O2CH3 




l,2-Dlchloro-4-(4-£luorophenyl) -5- [4- 
(methylBulfoayl) phenyl] benzene 
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Step 1; Pi-pparat inn nf bAngvlt^rimprhvl aTnmonium 

trftr.rach] oroiodate 

Following Kajigaeshi's procedure [Tetrahedron Lett., 
21, 7201-7204, (1988)], 18.6 g (100 romol) of 
benzyltrimethylammonium chloride was added to a stirred 
solution of 23.3 g (100 mmol) of IGI3 in 300 mL of CH2CI2- 
The product was collected and dried in vacuo to give 38.4 g 
(92%) of benzyl t rime thylammonixim tetrachloroiodate as a 
bright yellow solid: mp 105.5-127.5 

step 2i Preparation of 1 . 2-di rh] oro-4 . 5- 

dimethoxybenzene 
Following Kajigaeshi's procedure IChem. Lett., 415- 
418, (1989)], 38 g (91 iranol) of benzyltrimethylammonium 
tetrachloroiodate (Step 1) was added to a stirred solution 
of 6.3 g (45.5 mmol) of 1, 2-dimethoxybenzene in 100 mL of 
HOAc, and the reaction was stirred for 2 hours at ambient 
temperature- Concentration in vacuo gave a residue, which 
was dissolved in toluene. The resulting solution was 
washed with aqueous Na2S03 and dried over MgS04. 
Recrystallization from hexane gave 6.0 g (64%) of 1,2- 
dichloro-4,5-dimethoxybenzene as a colorless solid: mp 
81.0-82.5 'C; NMR (CDCI3) 8 3.86 (s, 6H) , 6.91 (s, 2H) . 

Step 3; Preparation of 1.2-dirh1orocar,fiChQl 

Under nitrogen, 83.4 mL (83.4 mmol) of BBra (1.0 M in 
CH2CI2) was added at 0 ®C to a stirred solution of 5.75 g 
(27.8 mmol) of l,2-dichloro-4, 5-dimethoxybenzene (Step 2) 
in 200 mL of CH2CI2, and the reaction was stirred for 2 
hours at ambient temperature. Concentration in VflCUQ gave 
a residue, which was dissolved in ethyl acetate. The 
resulting solution was washed with brine and dried over 
Na2S04. Recrystallization from ethyl acetate/hexane (5:95) 
gave 5.0 g (96%) of 1, 2-dichlorocatechol as a gray solid: 
mp 113.0-114.5 ""C; NMR (CDCI3) « 5.18 (s, 2H) , 6.98 (s, 
2H) . 
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Step 4i PreparaMnn nf 1 - ^-^jr ^hlorn-d . q- 

biS (tri f InnromPthanefinl fnnvl thPn^^n^ 

Under nitrogen, 8.4 mL (104 mmol) of pyridine and 9.0 

mL (53.5 mmol) of triflic anhydride at 0 was added to a 

stirred solution of 3.72 g (20.8 mmol) of 1,2- 

dichlorocatechol (Step 3) in 40 mL of CH2CI2, and the 

reaction was stirred for 7 days at ambient temperature. 

The mixture was poured into ice-water, extracted with 

CH2CI2, and the combined extracts were dried over Na2S04. 

Purification by silica gel plug with ethyl acetate/hexane 

(5:95) gave 7.9 g (86%) of l,2-dichloro-4,5- 

bis(trifluoromethanesulfonyl) benzene as a yellow oil: NMR 
(CDCI3) 8 7.62 (s, 2H). 

Step f?; Preparafinn nf 1 . ?-dichlnt-f>-4 - r4- f^n«.^hY^^^ ^i ^) 

Pheny l ] -5- (tri f Inoromethanpstilfonvi ihAn^^nfi 
under nitrogen, 5 g (4.3 mmol) of Pd(PPh3)4 was added 
to a stirred solution of 7.9 g (17.8 mmol) of 1,2-dichloro- 
4.5-bis(trifluoromethanesulfonyl)]Denzene (Step 4), 3.0 g 
(18 mmol) of 4-methylthiophenylboronic acid (Example 1, 
Step 2) and 7.4 g (54 mmol) of anhydrous K2CO3 powder in 90 
mL of toluene. The reaction was stirred at reflux for 48 
hours, and diluted with CH2CI2. The resulting solution was 
washed with water and brine, and dried over MgS04. 
Purification by silica gel plug with ethyl acetate/hexane 
(5:95 to 30:70) gave 4.8 g (56%) of l,2-dichloro-4- 14- 
(methylthio ) phenyl ] -5- { trif luoromethanesulf onyl ) benzene as 
a colorless solid: nmr (CDCI3) 5 2.54 (s, 3H) , 7.33 (s, 
4H), 7.50 (s, IH), 7.56 (s, IH) . 

2^SS2^ Preparation of 3 .2-(iirhlorn-4-M-f l „r>T-noh^nY] )- 

5- f 4- (merhvlsul fonvi ) nhPn^/^ i h^^Ti;^^^^ 
Under nitrogen, 480 mg (0.42 mmol) of Pd(PPh3)4 was 
added to a stirred solution of 1.64 g (3,93 mmol) of 1,2- 
dichloro-4- [4- (methylthio) phenyl] -5- 
( tri fluoromethanesulfoivl) benzene (Step 5), 1.1 g {7.9 
mmol) of 4-fluorophenylboronic acid and 1.6 g (11.6 mmol) 
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of anhydrous K2CO3 powder in 20 mL of toluene. The 
reaction was vigorously stirred at reflxix for 7 days, and 
cooled to ambient temperature. The reaction mixture was 
diluted with ethyl acetate. The resulting solution was 
washed with water, and dried over MgS04. Purification by 
silica gel plug with ethyl acetate/hexane (5:95) gave an 
oil residue which was subsequently dissolved in 15 mL of 
CH2CI2. The resulting solution was treated with 1.4 g 
(11.8 mmol) of 3-chloroperben2oic acid (MCPBA) (70%) at 0 
**C; and the reaction was stirred overnight at ambient 
temperature. Excess MCPBA was quenched by the addition of 
Na2S03 at 0 and stirred for 30 minutes at ambient 
temperature. The mixture was diluted with CH2CI2/ the 
resulting solution was washed with water and brine, and 
dried over Na2S04. Purification by silica gel 
chromatography (MPLC) with ethyl acetate/hexane (3:7) gave 
505 mg (33%) of l,2-dichloro-4- (4-f luorophenyl) -5- [4- 
(methylsulfonyl) phenyl] benzene as a colorless solid: mp 
143.5-144.5 ^C; NMR (CDCI3) 5 3.05 (s, 3H> , 6,95 (d, i = 9 
Hz, 2H), 6.99-7.07 (m, 2H) , 7.30 (d, i = 9 Hz, 2H) , 7,52 
(dr jI = 9 Hz, 2H), 7.83 (d, jI = 9 Hz, 2H) ; MS (CI) m/z 395 
(M+H)+; HRMS calc'd for (M+Li)+ 401.0157, found 401.0142. 
AaaL.. Calc'd for C19H13O2SFCI2: C, 57.73; H, 3.31; F, 4.81; 
CI, 17.94. Found: C, 57.89; H, 3.45; F, 4.81; Cl, 17.56. 

EXAMPLE 45 




iOaCHa 



F F 



2- 14, 5-Dif luoro-4 (methylsulf onyl ) - (1 , 1 • - 
biphenyl) -2-yl] -5-metliylpyridine 
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Step 1; — Prepara^.^r)n nf a s- diflllr>T^n-:?-^(4 - 
Inethvlr.hi o ) nbpnvl 1 nhPm/1 h oroni r ar i H 
Under nitrogen, 1 mL of dibroraoethane was added to a 
mixture of 3.87 g (12.3 mmol) of l-broino-4, 5-dif luoro-2- [4- 
(methylthio) phenyl] benzene (Example 18, Step 1) and 300 mg 
(12.3 ramol) of magnesitim turnings in 12 mL of anhydrous 
THF. The reaction was heated to reflux for 5 hours, cooled 
to 0 "C, treated with 2.8 mL (24.6 mmol) of 
triraethylborate, and stirred overnight. After 10 mL of 10% 
NaOH was added, the solution was stirred for 3 hours, 
acidified to pH 4, and extracted with ethyl acetate three 
times. The combined extracts were dried over MgS04 and 
concentrated in Yflaio to give 2.7 g (78%) of 4. 5-dif luoro- 

2-t (4-inethylthio)phenyl]phenylboronic acid as a pale yellow 
semi-solid. 

Step ?,: — Prenarafinn nf f /^ . ^j-di f ino-rn-^ • - 

(methvlsulfnnvl ■-l->ip>i ^ nvl)-:>-YH-'f- 
mefchvlpyr-jri-jUf. 

under nitrogen, 1 g (0.86 mmol) of Pd(PPh3)4 was 
added to a stirred solution of 2.7 g (9.6 mmol) of 4,5- 
difluoro-2-[(4-methylthio)phenyllphenylboronic acid (Step 
1) and 1.7 g (9.8 mmol) of 2-bromo-5-methylpyridine in a 
mixed solvent of 25 mL of toluene, 25 mL of ethanol and 25 
mL of 2M Na2C03. The reaction was stirred at reflux for 48 
hours, and the solvent was removed in varnn . The residue 
was dissolved in ethyl acetate, and the resulting solution 
was washed with water and brine, and dried over Na2S04. 
Purification by silica gel plug with ethyl acetate/hexane 
(15:85) gave a semi-solid residue which was then dissolved 
in a mixed solvent of 15 mL of THF and 15 mL of CH3OH. a 
solution of 3.5 g (5.7 mmol) of potassium peroxymonosulfate 
(OXONE®) in 15 mL of H2O was slowly added, and the stirring 
was continued for 3 hours at ambient temperature. Excess 
OXONE® was destroyed by the addition of 2 g of NaaSOs. 
Concentrated in vacuo gave a residue which was dissolved in 
ethyl acetate; and the resulting solution was washed with 



SUBSTITUTE SHEET (RULE 26) 



wo 96/16934 



PCT/DS9S/14943 



113 

brine, and dried over Na2S04. Purification by silica gel 
chromatography (MPLC) with ethyl acetate/hexeine (45:55) 
gave 1.0 g (29%) of 2- [4, 5-difluoro-4 ' - (methylsulfonyl) - 
(l,l'-biphenyl)-2-yll-5-inethylpyridine as a colorless foam: 
NMR (CDCI3) 8 2-32 (s, 3H) , 3.05 (s, 3H) , 6.76 (d, il = 8 
Hz, IH), 7.17-7.36 (m, 4H) , 7.53 (t, J = 9 Hz, IH) , 7.82 
(d, JL = 9 Hz, 2H), 8.42 (s. IH) ; MS (FAB) m/z 360 (M+H)+; 
HRMS calc'd for (M+H)+ 360.0870, found 360.0885. Anal. 
Calc'd for C19H15NO2SF2: C, 63.50; H, 4.21; N, 3.90; F, 
10.57. Foxuid: C, 63.28; H, 4.30; N, 3.65; F, 10.24. 

EXAMPLE 46 




O2NH2 



F F 



4- I4,5-Di£luoro-2- (5-methylpyridin-2- 
yl)pbenyl] benzenesulf onamide 

Following the general procedure outlined in Synthetic 
Scheme XI, 2- [4, 5 -difluoro-4 (methylsulfonyl) - (1, 1 ' - 
biphenyl)-2-yl]-5-methylpyridine (Example 45) was converted 
to 4- (4, 5-difluoro-2- (5-methylpyridin-2- 
yl) phenyl] benzenesulf onamide as a colorless foam: NMR 
(CDCI3) 5 2.55 (s, 3H), 4.91 (s. 2H) . 6.81 (d, J = 8 Hz, 
IH), 7.18-7.31 (m, 3H), 7.35 (d, jl = 8 Hz, IH) , 7.50-7.59 
(m, IH), 7.82 (d, i = 9 Hz, 2H) , 8.47 (s, IH) ; MS (FAB) m/z 
361 (M+H)+; HRMS calc'd for (M+Li)+ 367.0904, found 
367.0904. Anal. Calc'd for C18H14N2O2SF2 (0.13 hexane) : C, 
60.73; H, 4.30; N, 7.13. Found: C, 60.47; H, 4.54; N, 
7.13. 
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EXAMPLE 47 




O2CH3 



F F 



5- [4, 5-Dif luoro-4 • - (methylsulf onyl ) - (1, 1 • - 
blphenyl) -2-yl] -2-methylpyrldlae 

Step ] ; PreDara^^on nf '^-h romr>-:)-tnPt,hv1r)vr-irlin<» 

Following Reitz's procedure (U.S. Patent No. 
5.155,177], under nitrogen, 12.3 mL (238 mmol) of bromine 
was slowly added at 100 to a stirred suspension of 76.6 
g (576 mmol) of AICI3 in 23.7 mL (240 mmol) of 2- 
methylpyridine. The reaction was heated at 100 "C 
overnight, cooled to ambient temperature, and slowly poured 
into ice water. Aqueous Na2S03 was added to destroy excess 
bromine, followed by 50% aqueous NaOH to dissolved the 
alumintmi salts. The mixture was extracted with ethyl ether 
(3 X) and dried over MgS04. Purification by silica gel 
chromatography (Waters PrepLC 500A) with ethyl 
acetate/hexane (15:85) gave 8.6 g (21%) of 5-bromo-2- 
methylpyridine as a pale brown oil: NMR (CDCI3) S 2.48 (s, 
3H), 7,02 (d, ,1 = 9 Hz, IH). 7.65 (dd, J = 2, 9 Hz, IH) , 
8.52 (d, jI = 2 Hz, IH) . 

Step 2; Preparflrion of 2-mftt.hvi -5- (trimethvit^in^rn^T-^Hf 

Under nitrogen, 14 mL (35 mmol) of n-butylithium (2.5 
M in hexanes) was added to a stirred solution of 5.2 g (30 
mmol) of 5-bromo-2-methylpyridine (Step 1) in 300 mL of 
anhydrous THF at -78 'C. After 10 minutes, a solution of 
7.2 g (36 mmol) of trimethyltin chloride in 5 mL of 
anlydrous THF was added. The reaction was warmed to 



SUBSTITUTE SHEET (RULE 26) 



wo 96/16934 



PCT/DS95/14943 



115 

anibient temperature, and stirred overnight- Concentration 
in vacuo gave a residue, which was dissolved in ethyl 
acetate. The resulting solution was washed with brine and 
dried over Na2S04. Purification by silica gel 
chromatography (Waters PrepLC 500A) with ethyl 
acetate/hexane (1:3) gave 2.0 g (29%) of 2-methyl-5- 
(trime thy It in) pyridine as a yellow oil: NMR (CDCI3) 8 0.31 
(s. 9H), 2.52 (s, 3H), 7.11 (d, il = 8 Hz, IH) , 7.65 (dd, J 
=2,8 Hz, IH) , 8.49 (s, IH) . 

g^g>n ^; P-r<>r.arat-ioTi r^f r4 . S-fli f 1uoro-4 ' - 

flT■«^^hvlRnlf»n^7^ -biDbenvl) -2-vn -2- 

met-hYlPvridine 
Under nitrogen, 100 mg (0.1 mmol) of Pd(PPh3)4 was 
added to a stirred solution of 200 mg (0.6 mmol) of 1- 
bromo-4 , 5-dif luoro-2- 1 ( 4-methyl-sulf onyl ) phenyl ] benzene 
(Example 18, Step 2) and 300 mg (1.2 mmol) of 2-methyl-5- 
(trime thy It in) pyridine (Step 2) in 5 mL of toluene. The 
reaction was stirred at reflux for 16 hours, and cooled to 
ambient temperature. Concentration in vaCUQ gave a residue 
which was dissolved in ethyl acetate. The resulting 
solution was washed with water and brine, and dried over 
Na2S04. Purification by silica gel chromatography (MPLC) 
with ethyl acetate/hexane (1:1) gave 70 mg (32%) of 5-[4,5- 
dif luoro-4 • - (methylsulfonyl) -(1,1' -biphenyl) -2-yll -2- 
methylpyridine as a pale brown solid: n«) 141.0-142.5 "C; 
NMR (CDCI3) 6 2.52 (s, 3H) , 3.04 (s, 3H) , 7.02 (d, il = 8 
Hz, IH), 7.19-7.32 (m, 5H) , 7.82 (d, JL = 8 Hz. 2H), 8.24 
(s, IH); MS (FAB) m/z 360 (M+H)"^; HRMS calc'd for (M+H) + 
360.0870, found 360.0862. Anal. Calc'd for C19H15NO2SF2 
(0.33 H2O) : C, 62.45; H, 4.24; N, 3.84. Found: C, 62.46; 
H, 4.32; N, 3.83. 
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EXAMPLE 48 



02NH2 




4- t4, 5-Dif luoro-2- {6-iBetliylpyridin-3- 
yl ) phenyl ] benzenesulfonamide 

Under nitrogen. 150 mg of Pd(PPh3)4 was added to a 
stirred solution of 800 mg (2.3 nunol) of 4- {2-bromo-4 , 5- 
difluorophenyl] benzenesulfonamide (Example 38, step 3) and 
1-0 g (4.6 nunol) of 2-methyl-5- (triinethyltin)pyridine 
(Example 47, step 2) in 20 mL of toluene. The reaction was 
stirred at reflux for 16 hours, and the solvent was removed 
in YflniO . The residue was dissolved in ethyl acetate; and 
the resulting solution was washed with water and brine, and 
dried over MgS04. Purification by silica gel 
chromatography (MPLC) with ethyl acetate/hexane (1:1) 
followed by reverse phase chromatography (Waters Delta 
Prep) gave 540 mg (65%) of 4- (4 , 5-dif luoro-2- (6- 
methylpyridin-3-yl) phenyl] benzenesulfonamide as a colorless 
solid: mp > 96 »C (dec); NMR (CDCI3) 5 2.55 (s, 3H) , 5.10 
(s, 2H), 7.09 (d, J = 8 Hz, IH) , 7.20-7.28 (m, 4H) , 7.32 
(dd. J = 2, 9 Hz, IH), 7.81 (d, = 9 Hz, 2H) , 8.21 (d, ^ = 
2 Hz, IH); MS (FAB) m/z 361 (M+H)+; HRMS calc'd for (M+H) * 
361.0822, found 361.0823. Anal. Calc'd for C18H14N2O2SF2 : 
C, 59.99; H, 3.92; N, 7.77; F. 10.54. Found: C, 59.72; H, 
4.05; N, 7.64; F, 10.46. 

BIOLOOZCAL BVALUATION 

Rat Carrageenan Foot Pad Edema Test 

The carrageenan foot edema test was performed with 
materials, reagents and procedures essentially as described 
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by Winter, et al., {Proc. Soc. Exp. Biol. Med., Ill, 544 
(1962)). Male Sprague-Dawley rats were selected in each 
group so that the average body weight was as close as 
possible. Rats were fasted with free access to water for 
over sixteen hours prior to the test. The rats were dosed 
orally (1 mL) with compounds suspended in vehicle 
containing 0*5% methylcellulose and 0.025% surfactant, or 
with vehicle alone. One hour later a subplantar injection 
of 0.1 xnL of 1% solution of carrageenan/ sterile 0,9% saline 
was administered and the volume of the injected foot was 
measured with a displacement plethysmometer connected to a 
pressure transducer with a digital indicator. Three hours 
after the injection of the carrageenan, the volume of the 
foot was again measured. The average foot swelling in a 
group of drug-treated animals was compared with that of a 
group of placebo-treated animals and the percentage 
inhibition of edema was determined (Otterness and Bliven, 
Laboratory Models for Testing NSAIDs. in Non-steroidal 
Anti-Inflaxmnatory Drugs, (J. Lombardino, ed. 1985)). 
The % inhibition shows the % decrease from control paw 
volume determined in this procedure and the data for 
selected compounds in this invention are summcurized in 
Table I. 

Rat Carrageenan- induced Analgesia Test 

The analgesia test using rat carrageenan was performed 
with materials, reagents and procedures essentially as 
described by Hargreaves, et al., (Pain, 32, 77 (1988))- 
Male Sprague-Dawley rats were treated as previously 
described for the Carrageenan Foot Pad Edema test. Three 
hours after the injection of the carrageenan, the rats were 
placed in a special plexiglass container with a transparent 
floor having a high intensity lamp as a radiant heat 
source, positionable under the floor. After an initial 
twenty minute period, thermal stimulation was begun on 
either the injected foot or on the contralateral uninjected 
foot. A photoelectric cell turned off the lamp. and timer 
when light was interrupted by paw withdrawal. The time 
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until the rat withdraws its foot was then measured. The 
withdrawal latency in seconds was determined for the 
control and drug- treated groups, and percent inhibition of 
the hyperalgesic foot withdrawal determined. Results are 
shown in Table I. 



TABLE I. 



RAT PAH EDEMA ANALGESIA 

% Inhibition % Inhibition 

e I Qmg/Hff body WPjfftir e30mq/ka hndv wAinrhi- 



ND 



1 

22* 



1 26 

2 6 28 

3 14 

20 19 
* Assay nerformpd a^ mrt/ V g hodv w«>i^ht- 

Evaluation of COX I and COX II activity in vitro 

The compounds of this inviention exhibited inhibition in 
vitro of COX II. The COX ii inhibition activity of the 
compounds of this invention illustrated in the Exan«>les was 
determined by the following methods. 

fl. Prerararion of rf^rnmhinan t cox harulovirnBf.fi 

A 2.0 kb fragment containing the coding region of 
either human or murine COX-1 or human or murine COX-2 was 
cloned into a BamHl site of the baculovirus transfer vector 
PVL1393 (Invitrogen) to generate the baculovirus transfer 
vectors for COX-1 and COX-2 in a manner similar to the 
method of D.R. O'Reilly et al {Baculovirus Expression 
Vectors: A Laboratory Manual (1992)). Recombinant 
baculoviruses were isolated by transf ecting 4 |ig of 
baculovirus transfer vector DNA into SF9 insect cells 
(2xl08) along with 200 ng of linearized baculovirus plasmid 
DNA by the calcium phosphate method. See M.D. Summers and 
G.E. Smith, A Manual of Methods for Baculovirus Vectors and 
Insect Cell Culture Procedures. Texas Agric. Exp. Station 
Bull. 1555 (1987). Recombinant viruses were purified by 
three rounds of plaque purification and high titer (lo''-lo8 
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pfu/ml) stocks of virus were prepared • For large scale 
production, SF9 insect cells were infected in 10 liter 
fermentors (0.5 x lO^/ml) with the recombinant baculovirus 
stock such that the multiplicity of infection was 0.1- 
After 72 hours the cells were centrifuged and the cell 
pellet homogenized in Tris/Sucrose (50 roM: 25%, pH 8.0) 
containing 1% 3- ( (3-cholamidopropyl)dimethylammoniol -1- 
propanesulfonate (CHAPS) . The homogenate was centrifuged at 
10,000xG for 30 minutes, and the resultant supernatant was 
stored at -80**C before being assayed for COX activity. 

b. Assay for COX-1 and COX-2 activity: 
COX activity was assayed as PGE2 formed/jig 
protein/time using an ELISA to detect the prostaglandin 
released. CHAPS-solubilized insect cell membranes 
containing the appropriate COX enzyme were incubated in a 
potassium phosphate buffer (50 mM, pH 8.0) containing 
epinephrine, phenol, and heme with the addition of 
arachidonic acid (10 jiM) . Compounds were pre-incubated with 
the enzyme for 10-20 minutes prior to the addition of 
arachidonic acid. Any reaction between the arachidonic acid 
and the enzyme was stopped after ten minutes at 37 ^C/room 
temperature by transferring 40 ^il of reaction mix into 160 
\il ELISA buffer and 25 pM indomethacin. The PGE2 formed was 
measured by stcindard ELISA technology (Cayman Chemical) . 
Results are shown in Table II. 

TABLE ZI. 
Human COZ-2 Human COX-1 
Example lESiL-^M IB-Mr-M** 



1 


0.3 


>100 


2 


<0.1 


19 


3 


<0.1 


3.9 


4 


2.6 


>100 


5 


11.4 


>100 


6 


<0.1 


13.1 


7 


<0.1 


8.2 


8 


0.1 


>100 


9 


2.8 


32.6 
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TABLE XI. 


(cont. ) 




Hunan COZ-2 


Human COZ 


Examole 


■IPSO-MM 


JP5O-UM 


10 


0.4 


>100 


11 


<0.1 


>10G 


12 


<0.1 


9.2 


13 


<0.1 


5.7 


14 


<0.1 


>100 


15 


7.2 


>100 


16 


<0.1 


5.5 


17 


<0.1 


>100 


18 


<0.1 


>100 


19 


<0.1 


>100 


20 


<0.1 


18 9 


21 


<0.1 


22,5 


22 


<0.1 


5.3 


23 


<0.1 


>100 


24 


<0.1 


>100 


25 


<0.1 


17 ,0 


26 


<0.1 


1*7 


27 


<0-l 


>100 


28 


<0.1 


>100 


29 


<0.1 


16.5 


30 


<0.1 


0.6 


31 


<0.1 


>100 


32 


<0.1 


>100 


33 


<0.1 


>100 


34 


<0.1 


3.7 


35 


<0.1 


>100 


36 


<0.1 


3.9 


37 


<0.1 


14.6 


38 


<0.1 


>100 


39 


<0.1 


10.9 


40 


0.3 


>100 


42 


<0.1 


>100 


43 


<0.1 


17.9 


45 


52.3 


>100 
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TABLB II. (cont«} 



Human COZ-2 



Human COX-1 



Example 



46 



0.3 



>100 



47 



0.2 



>100 



48 



<0.1 



>100 



Also embraced within this invention is a class of 
pharmaceutical compositions comprising the active compounds 
of this combination therapy in association with one or more 
non- toxic, pharmaceutically-acceptable carriers and/or 
diluents and/or adjuvants (collectively referred to herein 
as "carrier" materials) and, if desired, other active 
ingredients. The active compounds of the present invention 
may be administered by any suitable route, preferably in 
the form of a pharmaceutical composition adapted to such a 
route, and in a dose effective for the treatment intended. 
The active compounds and composition may, for example, be 
administered orally, intravascular ly, intraperitoneally, 
subcutaneously, intramuscularly or topically. 

For oral administration, the pharmaceutical 
composition may be in the form of, for example, a tablet, 
capsule, suspension or liquid. The pharmaceutical 
composition is preferably made in the form of a dosage unit 
containing a particular amount of the active ingredient. 
Examples of such dosage units are tablets or capsules. The 
active ingredient may also be administered by injection as 
a composition wherein, for example, saline, dextrose or 
water may be used as a suitable carrier. 

The amount of therapeutically active compounds that 
are administered and the dosage regimen for treating a 
disease condition with the compounds and/or compositions of 
this invention depends on a variety of factors, including 
the age, weight, sex and medical condition of the subject, 
the severity of the disease, the route and frequency of 
administration, and the particular compound employed, and 
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thus may vary widely. The pharmaceutical compositions may 
contain active ingredients in the range of about 0.1 to 
2000 mg, preferably in the range of about 0.5 to 500 mg and 
most preferably between about 1 and 100 mg. A daily dose 
of about 0.01 to 100 rag/kg body weight, preferably between 
about 0.5 and about 20 mg/kg body weight and most 
preferably between about 0.1 to 10 mg/kg body weight, may 
be appropriate. The daily dose can be administered in one 
to four doses per day. 

In the case of psoriasis and other skin conditions, it 
may be preferable to apply a topical preparation of 
compounds of this invention to the affected area two to 
four times a day. 

For inflammations of the ^e or other external 
tissues, e.g., mouth and skin, the formulations are 
preferably applied as a topical ointment or cream, or as a 
suppository, containing the active ingredients in a total 
amount of, for example, 0.075 to 30% w/w, preferably 0.2 to 
20% w/w and most preferably 0.4 to 15% w/w. when 
formulated in an ointment, the active ingredients may be 
employed with either paraffinic or a water-miscible 
ointment base. Alternatively, the active ingredients may 
be formulated in a cream with an oil-in-water cream base. 
If desired, the aqueous phase of the cream base may 
include, for example at least 30% w/w of a polylydric 
alcohol such as propylene glycol, butane- 1, 3 -diol, 
mannitol, sorbitol, glycerol, polyethylene glycol and 
mixtures thereof. The topical formulation may desirably 
include a compound which enhances absorption or penetration 
of the active ingredient through the skin or other affected 
areas. Examples of such dermal penetration enhancers 
include dimethyl sulfoxide and related analogs. The 
compounds of this invention can also be administered by a 
transdermal device. Preferably topical administration will 
be accomplished using a patch either of the reservoir and 
porous membrane type or of a solid matrix variety, in 
either case, the active agent is delivered continuously 
from the reservoir or microcapsules through a membrane into 
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the active agent permeable adhesive, which is in contact 
with the skin or mucosa of the recipient. If the active 
agent is absorbed through the skin, a controlled and 
predetermined flow of the active agent is administered to 
the recipient. In the case of microcapsules, the 
encapsulating agent may also function as the membrane. 

The oily phase of the emulsions of this invention may 
be constituted from known ingredients in a known manner. 
While the phase may comprise merely an emulsifier, it may 
comprise a mixture of at least one emulsifier with a fat or 
an oil or with both a fat and an oil. Preferably, a 
hydrophilic emulsifier is included together with a 
lipophilic emulsifier which acts as a stabilizer. It is 
also preferred to include both an oil cOid a fat. Together, 
the emulsifier (s) with or without stabilizer (s) make-up the 
so-called emulsifying wax, and the wax together with the 
oil and fat make up the so-called emulsifying ointment base 
which forms the oily dispersed phase of the cream 
formulations. Emulsifiers and emulsion stabilizers 
suitable for use in the formulation of the present 
invention include Tween 60, Span 80, cetostearyl alcohol, 
myristyl alcohol, glyceryl monostearate , and sodium lauryl 
sulfate, among others. 

The choice of suitable oils or fats for the 
formulation is based on achieving the desired cosmetic 
properties, since the solubility of the active compound in 
most oils likely to be used in pharmaceutical emulsion 
formulations is very low. Thus, the cream should 
preferably be a non-greasy, non-staining and washable 
product with suitable consistency to avoid leakage from 
tubes or other containers. Straight or branched chain, 
mono- or dibasic alkyl esters such as di-isoadipate, 
isocetyl stearate, propylene glycol diester of coconut 
fatty acids, isopropyl m/ristate, decyl oleate, isopropyl 
palmitate, butyl stearate, 2-ethylhe^l palmitate or a 
blend of branched chain esters may be used. These may be 
used alone or in combination depending on the properties 
required. Alternatively, high melting point lipids such as 
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white soft paraffin and/or liquid paraffin or other mineral 
oils can be used. 

Formulations suitable for topical administration to 
the eye also include eye drops wherein the active 
ingredients are dissolved or suspended in suitable carrier, 
especially an aqueous solvent for the active ingredients. 
The antiinflammatory active ingredients are preferably 
present in such formulations in a concentration of 0.5 to 
20%, advantageously 0.5 to 10% and particularly about 1.5% 
w/w. 

For therapeutic purposes, the active compounds of this 
combination invention are ordinarily combined with one or 
more adjuvants appropriate to the indicated route of 
administration. if administered per os, the compounds may 
be admixed with lactose, sucrose, starch powder, cellulose 
esters of alkanoic acids, cellulose alkyl esters, talc, 
stearic acid, magnesium stearate, magnesium oxide, sodium 
and calcium salts of phosphoric and sulfuric acids, 
gelatin, acacia gum, sodium alginate,, polyvinylpyrrolidone, 
and/or polyvinyl alcohol, and then tableted or encapsulated 
for convenient administration. Such capsules or tablets may 
contain a controlled-release formulation as may be provided 
in a dispersion of active compound in hydroxypropylmethyl 
cellulose. Formulations for parenteral administration may 
be in the form of aqueous or non-aqueous isotonic sterile 
injection solutions or suspensions. These solutions and 
suspensions may be prepared from sterile powders or 
granules having one or more of the carriers or diluents 
mentioned for use in the formulations for oral 
administration. The compounds may be dissolved in water, 
polyethylene glycol, propylene glycol, ethanol, corn oil, 
cottonseed oil, peanut oil, sesame oil, benzyl alcohol, 
sodium chloride, and/or various buffers. Other adjuvants 
and modes of administration are well and widely known in 
the pharmaceutical art. 

Although this invention has been described with 
respect to specific embodiments, the details of these 
embodiments are not to be construed as limitations. 
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What is claimed is: 




wherein A is selected from aryl and heteroaryl, 
wherein A is optionally siibstituted with one or more 
radicals seleceted from alkyl, halo, alkoxy, 

10 alkylthio, cyano, haloalkyl, amino, alkylamino, 
carboxyl, haloalkoxy, hydro3cyalkyl , alkoxyalkyl, 
hydroxyl and mercapto; wherein each of through 
is independently selected from hydrido, halo, and 
alkoxy; and wherein each of R^ through R^ is 

15 independently selected from hydrido, alkyl, halo, 
alkoxy, alkylthio, cyano, haloalkyl, amino, 
alkylamino, haloalkoxy, hydroxyalkyl, alkoxyalkyl, 
IVdrojQ^l, mercapto, aminosulfonyl and alkylsulfonyl; 
or a pharmaceutically-acceptable salt thereof. 

20 

2. Coit5>o\ind of Claim 1 wherein A is selected 
from phenyl, naphtlr/l, 5-membered heteroaryl and 6- 
membered heteroaryl, wherein A is optionally 
substituted with one or more radicals seleceted from 

25 lower alkyl, halo, lower alkox/, lower alkylthio, 

cyano, lower haloalkyl, amino, lower alkylamino, lower 
dialkylamino, lower haloalkoxy, lower hydroxyalkyl, 
lower alkoxyalkyl, hydroxyl and mercapto; wherein 
each of R^ through R^ is independently selected from 

30 hydride and halo; or wherein r2 and R^ together form 
-0(CH2)nO-; wherein n is 1 or 2, inclusive; and 
wherein each of R^ through R^ is independently 
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selected from hydrido, lower aD^l, halo, lower 
alkoxy, lower alkylthio, cyano, lower haloalJcyl, 
amino, lower alkylamino, lower dialkylamino, lower 
haloalkoxy, lower hydroxyalkyl, lower alkoxyalkyl, 
5 hydro3c/l, mercapto, aminosulfonyl and lower 

alkylsulfonyl; or a pharmaceutically-acceptable salt 
thereof . 

3. Con5)ound of Claim 2 wherein A is selected 
10 from phenyl, naphthyl, 5-membered heteroaryl and 6- 
membered heteroaryl, wherein A is optionally 
substituted with one or more radicals seleceted from 
lower alkyl, halo, lower alkojQr, lower haloalkyl and 
lower dialkylamino; wherein each of Ri through is 
15 independently selected from hydrido and halo; or 

wherein r2 and r3 together form -0(CH2)nO-; wherein n 
is 1 or 2, inclusive; wherein each of r5, r6, r8 and 
R^ is hydrido; and wherein R^ is selected from 
aminosulfonyl and lower alkylsulfonyl; or a 
20 pharmaceutically-acceptable salt thereof. 

4. Conpound of Claim 3 wherein A is selected 
from phenyl, naphthyl, 5-membered heteroaryl and 6- 
membered heteroaryl, wherein A is optionally 

25 substituted with one or more radicals seleceted from 
lower alkyl, halo, lower alkoxy, lower haloalkyl and 
lower dialkylamino; wherein each of Rl through r4 is 
independently selected from hydrido and halo; or 
wherein r2 and r3 together form -OCH2O-; and wherein 

50 r7 is aminosulfonyl; or a pharmaceutically-acceptable 
salt thereof. 

5. Conpound of Claim 4 wherein A is selected 
from phenyl, thienyl, furyl, pyrazolyl, pyrrolyl, 

15 thiazolyl, oxazolyl, isoxazolyl, isothiazolyl, 
triazolyl and pyric^l, wherein A is optionally 
substituted with one or more radicals seleceted from 
metlyl, ethyl, fluoro, chloro, bromo, methoxy/ ethoxy. 
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propoxy, n-butoxy, metl^lenedioxy, ethylenedioxy, 
fluoromethyl, dif luoromethyl, dif luorochloromethyl, 
trifluoromethyl, dichloroethyl, dichlorof luoromethyl, 
chloromethyl , dichloromethyl , trichloromethy 1 , 
5 pentaf luoroethyl , heptaf luoropropy 1 , dif luoroethyl , 
dif luoropropyl , dichloropropyl , ethyl -N-methylainino, 
N,N-"diinethylamino and N.N-diethylamino; wherein each 
of through is independently selected from 
hydrido, fluoro, chloro and bromo; or wherein R^ and 
10 r3 together form -CX:H20-; wherein R^, R^, R^ and R^ 
are hydrido; and wherein r"^ is aminosulfonyl ; or a 
pharmaceutically-acceptable salt thereof, 



6, Compound of Claim 5 selected from compounds, 
15 and their pharmaceutical ly acceptable salts, of the 
group consisting of 

4 - [2- (4-methylphenyl)phenyl]benzenesulfonamide; 
4-[2-(3-fluoro-4- 
2 0 met hy Ipheny 1 ) phenyl ] benzenesul f onamide ; 
4-[2-(3-chloro-4- 

methy Ipheny 1 ) phenyl ] benzenesul f onamide ; 
4 - [ 2 - ( 4 -methoxypheny 1 ) phenyl ) benzenesul f onamide ; 
4-[2-{3-fluoro-4- 
25 methoxyphenyl ) phenyl] benzenesulf onamide ; 
4-[2-(3-chloro-4- 

methoxyphenyl ) phenyl ] benzenesul f onamide ; 
4 - [ 2 - ( 4 - f luoropheny 1 ) phenyl J benzenesul f onamide ; 
4- [2- (3, 4-difluorophenyl) phenyl] benzenesulf onamide; 
30 4-[2-(3-chloro-4- 

f luoropheny 1 ) phenyl ] benzenesulf onamide ; 
4- [2- ( 4 -chlorophenyl) phenyl) benzenesulf onamide ; 
4-[2-(4-chloro-3- 

f luoropheny 1 ) phenyl ] benzenesul foncimide ; 
35 4- [2- (3, 4 -dichlorophenyl) phenyl] benzenesulf onamide ; 
4-[2-(4- 

trif luoromethylphenyl ) phenyl] benzenesulf onami de; 
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4-[2-(3-fluoro-4- 

trif luoromethylphenyl ) phenyl ] benzenesul f onamide ; 
4-[2-{3-chloro-4- 

trif luorometl^lphenyl ) phenyl ] benzenesulf onamide; 
5 4-[2-[4-(N,N- 

dimethylamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4- (2- [3-f luoro-4- (N, N- 

dimethylamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4 - [ 2 - f 3 - chloro -4 - ( N, N- 
10 dimethylamino ) phenyl ] phenyl ] benzenesulf onamide ; 
4- [6- (4-fluorophenyl) -1, 3-benzodioxol-5- 

yl ] benzenesulf onami de; 
4- [6- (3 , 4-dif luorophenyl) -1 , 3-benzodioxol-5- 
yl] benzenesulf onamide; 
15 4-16- {3-chloro-4-fluorophenyl) -1, 3-benzodioxol-5-- 
y 1 ] benzenesul f onamide ; 
4 - [ 6 - [ 4 - (N, N-dimethy lainino ) phenyl ] - 1 , 3 -benzodioxol - 5 - 

y 1 1 benzenesul f onamide ; 
4 - [ 6 - [ 4 - ( N, N-dime thylamino ) - 3 - f luorophenyl ] -1 , 3 - 
2 0 benzodioxol - 5 -y 1 J benzenesul f onamide ; 

4- [6- [3-chloro-4- (N,N-dimethylamino) phenyl J -1,3- 

benzodioxol- 5 -yl J benzenesulf onamide ; 
4- [6- (3, 5-difluoro-4-methylphenyl) -1, 3-benzodioxol-5- 
yl ] benzenesulf onamide ; 
25 4- [6- (3, 5-dichloro-4-methylphenyl) -1, 3 -benzodioxol -5- 
yl ] benzenesul f onamide ; 
4 - [6- (3, 5-dif luoro-4-methoxyphenyl) -1, 3-benzodioxol-5- 
yllben2enesulfonamide; 
4- [6- (3 , 5-dichloro-4-methoxyphenyl) -1, 3-benzodioxol-5- 
30 yl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (4- 

methylphenyl ) phenyl] benzenesulf onamide; 
4- [4, 5-dif luoro-2- (3-f luoro-4- 

methylphenyl ) phenyl ] benzenesul f onamide; 
35 4-[2-(3- chloro - 4 -methy Ipheny 1 ) - 4 , 5 - 
di f luorophenyl ) benzenesul f onamide ; 
4- [4, 5-dif luoro-2- (4- 

methoxypheny 1 ) phenyl J benzenesul f onamide ; 
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4- [4, 5-dif luoro-2- (3-f luoro-4- 

methoxypheny 1 ) phenyl ] benzenesul f onamide ; 

4- [2- (3-chloro^4-inetho3Q^henyl) -4,5- 
dif luorophenyl ] benzenesul f onamide; 

4- [4, 5-dif luoro-2- (4- 

f luorophenyl) phenyl ] benzenesulf onamide ; 

4- [4, 5-dif luoro-2- (3,4- 

dif luorophenyl ) phenyl ] benzenesulf onamide ; 

4- [2- {3-chloro-4-f luorophenyl) -4, 5- 
di f luorophenyl ] benzenesul f onamide ; 

4- [4, 5-dif luoro-2- (4-f luoro-3- 

methylphenyl ) phenyl ] benzenesulf onamide ; 

4- [4 , 5-dif luoro-2- (4-f luoro-3- 

methoxyphenyl ) phenyl] benzenesulf onamide; 

4- [2- {4-chlorophenyl) -4, 5- 

dif luorophenyl ] benzenesulf onamide ; 

4- [2- (4-"Chloro-3-methylphenyl) -4, S'- 
dif luorophenyl] benzenesulf onamide ; 

4- [2- ( 4 -chloro-3-f luorophenyl) -4,5- 
dif luorophenyl ] benzenesulf onamide ; 

4- [2- (3,4-dichlorophenyl) -4,5- 
dif luorophenyllbenzenesulfonamide; 

4- [2- (4-chloro-3-methoxyphenyl) -4, 5- 
dif luorophenyl ] benzenesul f onamide ; 

4- [4, 5-dif luoro-2- (4-methoxy-3- 

methylphenyl ) phenyl ] benzenesulf onamide ; 

4- 14, 5-dif luoro-2- (3 , 4- 

dimethoxyphenyl ) phenyl 1 benzenesul f onamide ; 

4- [4, 5-dif luoro-2- 14- (N,N- 

dimethy lamino ) phenyl ] phenyl ] benzenesul f onamide 

4- (4, 5-dif luoro-2- [4- (N,N-dimethylamino) -3- 
methy Iphenyl ] phenyl ] benzenesulf onamide ; 

4- [4, 5-dif luoro-2- [4- (N, N-dimethylamino) -3- 
f luorophenyl] phenyl] benzenesulf onamide; 

4- [2- [3-chloro-4- (N, N-dimethylamino) phenyl] -4,5- 
di f luorophenyl ] benzenesul f onamide ; 

4- [4, 5-dif luoro-2- [4- (N, N-dimethylamino) -3- 
metho3QT>heny 1 ] phenyl ] benzenesul f onamide ; 
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4 - [ 2 - ( 1 , 3 -benzodioxol - 5 -y 1 ) -4 , 5 - 

di f luorophenyl J benzenesul f onamide ; 
4- [2- (2 , 3-dihydro-l , 4-benzodioxin-6-yl ) -4, 5- 
di f luorophenyl ] benzenesul f onamide ; 
5 4- [4, 5-difluoro-2- (5-methylpyridin-2- 
yl ) phenyl] benzenesul f onamide; 
4-[4, 5-difluoro-2- (6-methylpyridin-3- 

yl ) phenyl ] benzenesulf onamide ; 
4-[4,5-difluoro-2- (3,4,5- 
10 trimethylphenyl ) phenyl ] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (3 , 4- 

dimet hy Ipheny 1 ) phenyl ] benzenesul f onamide ; 
4- [2- (3, 5-dichloro-4-metho3Qrphenyl) -4, 5- 
dif luorophenyl] benzenesulf onamide; 
15 4- [4, 5-dif luoro-2- (3 , 5-dif luoro-4- 

methy Ipheny 1 ) phenyl J benzenesulf onamide ; 
4- [2- (3, 5-dichloro-4-methylphenyl) -4,5- 

di f luorophenyl ] benzenesul f onamide ; 
4- [4 , S'-dif luoro-2- ( 3 , 5-dimethoxy-4- 
2 0 methy Ipheny 1 ) phenyl ] benzenesul f onamide ; 
4- (4, 5-dif luoro-2- (3 , 5-dimethyl-4- 

methoxyphenyl ) phenyl] benzenesulf onamide ; 
4- [4 , 5-dif luoro-2- (3 , 5-dif luoro-4- 

methoxyphenyl ) phenyl ] benzenesulf onamide ; 
25 4 - [ 2 - ( 3 , 5-dichloro-4 -methoxyphenyl ) -4 , 5 - 
di f luorophenyl ] benzenesul f onamide ; 
4-[4,5-difluoro-2-(3,4,5- 

trimethojQrpheny 1 ) phenyl ] benzenesulf onamide ; 
4- [4, 5-dif luoro-2- (3 , 5-dimethyl-4- 
30 f luorophenyl ) phenyl ] benzenesulf onamide ; 
4- (4, 5-dif luoro-2- (3,4,5- 

trif luorophenyl ) phenyl] benzenesulf onamide; 
4- [2- (3 , 5-dichloro-4-f luorophenyl ) -4 , 5- 
di f luorophenyl ] benzenesulf onamide ; 
35 4- 14, 5-dif luoro-2- (3 , 5-dimethoxy-4- 

f luorophenyl ) phenyl J benzenesulf onamide ; 
4- [2- (4-chloro-3 . 5-dimethylphenyl) -4, S^- 
dif luorophenyl ) benzenesulf onamide; 
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4- [2- (4-chloro-3, 5-dif luorophenyl) -4,5- 

dif luorophenyl ] benzenesulf onamide ; 
4- (4, 5-dif luoro-2- (3,4,5- 

trichlorophenyl) phenyl] benzenesulf onamide; 
5 4- (2- (4-chloro-3, 5-dimethoxyphenyl) -4, 5- 
dif luorophenyl ] benzenesulf onamide; 
4- [4 , 5-dif luoro-2- [3 , 5 -dimethyl -4- (N, N- 

dimethy lamino ) phenyl ] phenyl ] benzenesul f onamide ; 
4- [4, 5-dif luoro-2- 13 , 5-dif luoro-4- (N, N- 
10 dimethylamino ) phenyl ] phenyl ] benzenesulf onamide ; 

4- [2- [3, 5-dichloro-4- (N,N-dimethylamino)phenyl] -4, 5- 

di f luorophenyl ] benzenesul f onamide ; 
4- t2,3,4,5-tetrafluoro-6-(4- 
methylpheny 1 ) phenyl ] benzenesul f onamide ; 
15 4- [2 , 3 , 4, 5-tetraf luoro-6- {3-f luoro-4- 

methylphenyl ) phenyl ] benzenesul f onamide ; 
4- [2 , 3 , 4, 5-tetraf luoro-6- (3-chloro-4- 

methylphenyl ) phenyl ] benzenesulf onamide ; 
4- (2 , 3 , 4 , 5-tetraf luoro-6- (4- 

2 0 methoxypheny 1 ) phenyl ] benzenesul f onamide ; 

4- [2, 3 / 4, 5-tetraf luoro-6- (4-methoxy-3- 

methylphenyl ) phenyl ] benzenesulf onamide; 
4- [2 , 3 , 4 , 5-tetraf luoro-6- (3-f luoro-4- 

methoxyphenyl )phenyl] benzenesulf onamide; 
25 4-12,3 , 4, 5-tetraf luoro-6- (3-chloro-4- 

methoxyphenyl ) phenyl ] benzenesulf onamide ; 
4- [2 , 3 , 4 , 5-tetraf luoro-6- (3,4- 

dimet hoxyphenyl ) phenyl ] benzenesul f onamide ; 
4- [2 , 3 , 4, 5-tetraf luoro-6- (4- 

3 0 f luorophenyl ) phenyl ] benzenesul f onamide ; 

4- [2 , 3 , 4, 5-tetraf luoro-6- (4-f luoro-3- 

methylphenyl ) phenyl ] benzenesulf onamide ; 
4- [2 , 3 , 4 , 5-tetraf luoro-6- (3 , 4- 

dif luorophenyl ) phenyl ] benzenesulf onamide ; 
35 4- [2, 3, 4, 5-tetraf luoro-6- (3-chloro-4- 

f luorophenyl) phenyl] benzenesulf onamide; and 
4- [2, 3, 4, 5-tetraf luoro-6- (4-fluoro-3- 

methoxyphenyl ) phenyl ] benzenesul f onamide • 



SUBSTITUTE SHEET (RULE 26) 



wo 96/16934 



132 



PCT/US9S/14943 



7. Compound of Claim 5 selected from coirpoiinds, 
and their pharmaceutical ly acceptable salts, of the 
group consisting of 

5 

4- [4, 5-dif luoro-2- (4-f luoro-3" 

methylphenyl ) phenyl ] benzenesul f onamide ; 
4- [2- (4-chloro-3 -methylphenyl ) -4, 5- 

dif luoropheny 1 ] benzenesul f onamide ; 
10 4- [4, 5-dif luorO"2- (3 , 4- 

dimethylphenyl ) phenyl ] benzenesul f onamide ; 
4 - [2 - (3 , 5-dichloro-4-methoxyphenyl) -4 , 5- 

difluorophenyl] benzenesulf onamide; 
4- [4, 5-difluoro-2- (4-meth03Qr-3- 
15 methylphenyl ) phenyl ] benzenesul f onamide ; 
4- [4, 5-dif luoro-2- (3 , 4- 

dimethojQ^henyl ) phenyl ] benzenesulf onamide ; 
4- (2- (2, 3-dihydro-l,4-benzodioxin-6-yl) -4, 5- 

di f luoropheny 1 ] benzenesul f onamide ; 
20 4-[4,5-di f luoro- 2 - ( 5 -me thy Ipyr idin-2 - 

y 1 ) phenyl ] benzenesul f onamide ; 
4- [4, 5-dif luoro-2- (6-methylpyridin-3- 
yl ) phenyl ] benzenesulf onamide ; 
4- [2- (3-chloro-4-f luorophenyl) -4,5- 
25 difluorophenyl] benzenesulf onamide; 

4 - ( 2 • ( 4 - f luorophenyl ) phenyl ] benzenesul f onamide ; 
4- [2- (4-chlorophenyl) phenyl] benzenesulf onamide; 
4-[2-(3-fluoro-4- 

methoxyphenyl ) phenyl ] benzenesulf onamide; 
30 4-[2-{3-chloro-4- 

methoxyphenyl ) phenyl ] benzenesulf onamide ; 
4-[2-(4- 

t ri f luoromethylphenyl ) phenyl ] benzenesul f onamide ; 
4-[2-{3-chloro-4- 
3 5 f luorophenyl ) phenyl ] benzenesulf onamide ; 
4- {4,5-dif luoro-2- (4- 

f luoropheny 1 ) phenyl ] benzenesul f onamide ; 
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4- [2 , 3 , 4 , 5-tetraf luoro-6- (4- 

f luorophenyl ) phenyl ] benzenesulf onaxnide ; 
4- I 2 - ( 3 -chloro-4 -methoxypheny 1 ) - 4 , 5 - 

dif luorophenyl ] benzenesulf onamide; 
5 4- [4, 5-dif luoro-2- (3-f luoro-4- 

methoj^henyl ) phenyl] benzenesulf onamide ; 
4- [6- (4-f luorophenyl) -1,3 -benzodioxol -5- 

y 1 ] benzenesul f onamide ; 
4- [4 , 5-dif luoro-2- (4- 
1 0 methy Ipheny 1 ) phenyl ] benzenesulf onamide ; 
4- [2- (1, 3-benzodioxol-5-yl) -4, 5- 

dif luorophenyl ] benzenesulf onamide ; 
4- [2- (3-chloro-4-metlvlphenyl) -4, 5- 

di f luorophenyl ] benzenesul f onamide ; and 
15 4-I2-[3-chloro-4-{N,N-dimethylamino)phenyl]-4,5- 

di f luorophenyl ] benzenesul f onamide . 



8. Compound of Claim 5 where the compound is 4- 
[ 4 , 5-di f luoro-2 - ( 3 -chloro-4~ 

20 f luorophenyl) phenyl] benzenesulf onamide, or a 
pharmaceutically-acceptable salt thereof. 

9. Compound of Claim 5 where the compound is 4- 
[2-(3-chloro-4- 

25 methojQ^henyl) phenyl] benzenesulf onamide, or a 
pharmaceutically-acceptable salt thereof. 

10. Conpound of Claim 3 wherein A is selected 
from phenyl, naphthyl, 5-membered heteroaryl and 6- 

30 membered heteroaryl, wherein A is optionally 

substituted with one or more radicals seleceted from 
lower allcyl, halo, lower alkoxy, lower haloallcyl and 
lower diallcylamino; wherein each of through is 
independently selected from hydrido and halo; or 

35 wherein r2 and R^ together form -OCH2O-; and wherein 
r7 is lower alley Isulfonyl; or a pharmaceutically- 
acceptable salt thereof • 
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11. Compound of Claim 10 wherein A is selected 
from phenyl, thienyl, furyl, pyrazolyl, pyrrolyl, 
thiazolyl, oxazolyl, isoxazolyl, isothiazolyl, 
triazolyl and pyridyl, wherein A is optionally 
5 substituted with one or more radicals seleceted from 
methyl, ethyl, fluoro, chloro, bromo, roethoxy, ethoxy, 
propoxy, n~butoxy, methylenedioxy, ethyl enedioxy, 
f luoromethy 1 , dif luoromethyl , dif luorochloromethyl , 
trifluoromethyl, dichloroethyl, dichlorof luoromethyl, 

10 chloromethyl , dichloromethyl, trichloromethyl, 

pentafluoroethyl, heptaf luoropropyl, dif luoroethyl, 
difluoropropyl, dichloroproiyl, N-ethyl-N-methylamino, 
N,N-dimethylamino and N,N-diethylamino; wherein each 
of r1 through is independently selected from 

15 hydrido, fluoro, chloro and bromo; or wherein r2 and 
r3 together form -OCH2O-; wherein R^, r6, r8 and R^ 
are hydrido; and wherein r'^ is methyl sul fonyl ; or a 
pharmaceutically-acceptable salt thereof. 



12. Compound of Claim 11 selected from 
coitpounds, and their pharmaceutically acceptable 
salts, of the group consisting of 



1, 2-dif luoro-4- (4-f luoro-3-methylphenyl) -5- [4- 
25 ( methyl sul f onyl ) phenyl] benzene; 

4- (4-chloro-3-methylphenyl) -1, 2-dif luoro-5- [4- 

( methyl sul fonyl ) phenyl J benzene ; 
l,2-difluoro-4- (3,4-dimethylphenyl) -5-[4- 
(methyl sul fonyl ) phenyl ] benzene; 
30 1,2-dif luoro-4- (4-methoxy-3-methylpheny) -5- [4- 
(methylsul fonyl ) phenyl ] benzene ; 
1 , 2 -di fluoro -4 - (3,4- dime t hoxypheny ) - 5 - [ 4 - 

(methyl sul fonyl ) phenyl ] benzene ; 
6- [4 , 5-dif luoro-2- (4- (methylsul fonyl) phenyl] -2,3- 
35 dihydro-1, 4-benzodioxin; 

1, 2-dichloro-4" (4-f luorophenyl) -5- [4- 
(methylsul fonyl ) phenyl ] benzene ; 
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2 - [4, 5-dif luoro-4 ' - (methylsulfonyl) -(1,1' -biphenyl) -2- 

yl] -5-methylpyridine; 
5- [4, 5-dif luoro-4 * - (methylsulfonyl) - (1, 1 • -biphenyl) -2- 

yl] ^2-methylpyridine; 
5 l-(4-fluorophenyl) -2- {4- 

(methylsulfonyl ) phenyl ] benzene; 

1- (4-chlorophenyl) -2- (4- 
(methylsulf onyl ) phenyl ] benzene; 

2- chloro-l-methoyy-4- [2- [4- 

10 (methylsulfonyl ) phenyl] phenyl] benzene; 

2-f luoro-l-metho^-4- [2-14- 

( methylsulfonyl ) phenyl ] phenyl ] benzene ; 
2-chloro-l-f luoro-4- [2- (4- 

(methylsulf onyl ) phenyl ] phenyl ] benzene ; 
15 5- (4-fluorophenyl) -6- [4- (methylsulfonyl) phenyl] -1,3- 
benzodioxole; 
1, 2 -dif luoro-4- (4-f luorophenyl) -5- [4- 

( methylsulfonyl ) phenyl] benzene ; 
1, 2-dif luoro-4- (4-methylphenyl) -5- [4- 
20 ■ (methylsulfonyl) phenyl] benzene; 

1- (3-chloro-4-methoxyphenyl) -4, 5-dif luoro-2- [4- 

(methylsulfonyl ) phenyl ] benzene; 
1, 2-dif luoro-4- (3-f luoro-4-methoxyphenyl) -5- (4- 
(metlQrlsulf onyl ) phenyl ] benzene ; 
25 1- (3-chloro-4-f luorophenyl) -4, 5-difluoro-2- [4- 
(metlylsulf onyl ) phenyl ] benzene ; 
1- (3,5-dichloro-4-metho3Qrphenyl) -4, 5-difluoro-2•[4- 
(methylsulf onyl ) phenyl] benzene ; 
1- (3 , 5-dif luoro-4 -me thoxyphenyl) -4, 5-dif luoro-2- [4- 
3 0 ( methyl sul f ony 1 ) phenyl ] benzene ; 

5- [4, 5-dif luoro-2- [4- (methylsulfonyl) phenyl] phenyl] - 

1, 3-benzodioxole; 
1- (3-chloro-4-methylphenyl) -4, 5-dif luoro-2- [4- 
(methyl sul f onyl ) phenyl ] benzene; and 
35 2-chloro-4-[4,5-difluoro-2-[4- 

(metlyl sul f onyl ) phenyl ] phenyl ] -N^N- 
dimethylbenzeneamine • 
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13. A ccaipound of Formula II 




II 



wherein A is selected from 



10 



15 





Ri^-^ . R"-^ , and R"- 

R" R" rU rIO 

wherein each of r2 and r3 is independently selected 
from hydrido and halo; or wherein r2 and r3 together 
form -OCH2O-; wherein each of Rio through Ri4 is 
independently selected from hydrido, lower alJvl, 
halo, lower alkoj^/ lower haloalkyl, and lower 
dialkylamino; or wherein R" and Ri2 together form 
-0(CH2)nO-; wherein n is 1-2, inclusive; and wherein 
R*^ is selected from lower alkylsulfonyl and 
aminosulfonyl; or a pharmaceutically-acceptable salt 
thereof . 



20 



14, A confound of Formula III 



S— NH2 




III 



wherein each of rH through Ri3 is independently 
selected from hydrido, halo, lower alkojy, lower 
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haloalkyl, amino, lower alkylaxnino, lower 
dialkylaitdno, and lower haloalkoxy; or wherein R^^ and 

together form -0(CH2)nO-; wherein n is 1-2, 
inclusive; or a pharmaceutically-acceptable salt 
5 thereof . 

15. A conpound of Formula IV 




IV 



10 

wherein Y is CR^^ or N; wherein 2 is CR^^ or N; 
wherein each of R^^ through R^^ is independently 
selected from hydrido and lower alkyl; wherein R*' is 
aminosulfonyl or methylsulfonyl; provided one of Y and 
15 Z is N; or a pharmaceutically-acceptable salt thereof. 

16. A pharmaceutical composition conprising a 
therapeutically-ef f ective amount of a compoxind, said 
compound selected from a family of conqpotinds of Claim 

20 1; or a pharmaceutically-acceptable salt thereof. 

17. A pharmaceutical composition conprising a 
therapeutically-ef fective amount of a conpovmd, said 
compound selected from a family of conpounds of Claim 

25 2; or a pharmaceutically-acceptable salt thereof. 

18. A pharmaceutical composition comprising a 
therapeutically-ef fective amount of a conpound, said 
coiipound selected from a family of compounds of Claim 

30 3; or a pharmaceutically-acceptable salt thereof. 

19. A pharmaceutical composition comprising a 
therapeutically-ef fective amount of a compound, said 
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compound selected from a family of compounds of Claim 
4; or a pharmaceutically-acceptable salt thereof. 

20. A pharmaceutical composition conprising a 

5 therapeutically-effective amount of a compound, said 
compound selected from a family of compounds of Claim 
5; or a pharmaceutically-acceptable salt thereof. 

21. A pharmaceutical conposition con^rising a 
10 therapeutically-effective amount of a coitpound, said 

compound selected from a family of compounds of Claim 
6; or a pharmaceutically-acceptable salt thereof. 

22. A pharmaceutical composition comprising a 
15 therapeutically-effective amount of a coitpound, said 

compoxind selected from a family of confounds of Claim 
7; or a pharmaceutically-acceptable salt thereof, 

23. A pharmaceutical composition conprising a 
20 therapeutically-effective amount of a conpound, said 

compound selected from a family of confounds of Claim 
8; or a pharmaceutically-acceptable salt thereof. 

24. A pharmaceutical composition coinprising a 

!5 therapeutically-effective amount of a compound, said 
compound selected from a family of coir5)oxinds of Claim 
9; or a pharmaceutically-acceptable salt thereof, 

25. A pharmaceutical conqposition conprising a 

0 therapeutically-effective amount of a coit5)ound, said 
confound selected from a family of compounds of Claim 
10; or a pharmaceutically-acceptable salt thereof. 

26. A pharmaceutical conposition comprising a 

5 therapeutically-effective amount of a conpoiind, said 
conqpound selected from a family of conpounds of Claim 
11; or a pharmaceutically-acceptable salt thereof - 
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27. A pharmaceutical composition comprising a 
therapeutically-ef f ective amotint of a conqpound, said 
compound selected from a family of compounds of Claim 
12; or a pharmaceutically-acceptable salt thereof. 

28. A pharmaceutical composition comprising a 
therapeutically-ef f ective amount of a compound^ said 
coitpound selected from a family of compounds of Claim 
13; or a pharmaceutically-acceptable salt thereof. 

29. A pharmaceutical composition comprising a 
therapeutically-ef fective amoxint of a compound, said 
compound selected from a family of confounds of Claim 
14; or a pharmaceutically-acceptable salt thereof. 

30. A pharmaceutical composition con5)rising a 
therapeutically-ef fective amount of a compound, said 
compound selected from a family of coir¥>ounds of Claim 
15; or a pharmaceutically-acceptable salt thereof. 

31. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method coirprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
ef fective amount of a compound of Claim 1; or a 
pharmaceutically-acceptable salt thereof. 

32. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
ef fective amount of a conpound of Claim 2; or a 
pharmaceutically-acceptable salt thereof. 

33. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
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effective amount of a conpound of Claim 3; or a 
pharmaceutically-acceptable salt thereof. 

34. A method of treating inf lanmation or an 

5 inflammation-associated disorder in a subject, said 
method comprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
effective amount of a compound of Claim 4; or a 
pharmaceutically-acceptable salt thereof. 

10 

35. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising treating the subject having or 
susceptible to said disorder with a therapeutically- 

15 effective amount of a compound of Claim 5; or a 
pharmaceutically-acceptable salt thereof. 

36. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
mfethod comprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
effective amount of a compound of Claim 6; or a 
pharmaceutically-acceptable salt thereof. 



20 



J5 



5 



37. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method coniprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
effective amount of a compound of Claim 7; or a 
pharmaceutically-acceptable salt thereof. 

38. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method conprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
effective amount of a compound of Claim 8; or a 
pharmaceutically-acceptable salt thereof. 

39. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
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method comprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
effective amount of a coiT5)ound of Claim 9; or a 
^ pharmaceutically-acceptable salt thereof. 

40. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method coitprising treating the sxibject having or 
susceptible to said disorder with a therapeutically- 

10 effective amount of a conpound of Claim 10; or a 
pharmaceutically-acceptable salt thereof. 

41. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 

15 method conprising treating the subject having or 

susceptible to said disorder with a therapeutically- 
effective amount of a compound of Claim 11; or a 
pharmaceutically-acceptable salt thereof. 

42. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
effective amount of a coitpound of Claim 12; or a 
pharmaceutically-acceptable salt thereof. 

43. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method comprising treating the subject having or 

30 susceptible to said disorder with a therapeutically- 
effective amount of a compound of Claim 13; or a 
pharmaceutically-acceptable salt thereof. 

44. A method of treating inflammation or an 

35 inflammation-associated disorder in a subject, said 
method comprising treating the subject having or 
susceptible to said disorder with a therapeutically- 
effective amount of a con:?)ound of Claim 14; or a 
pharmaceutically-acceptable salt thereof. 
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45 • A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
method coraprising treating the subject having or 
5 susceptible to said disorder with a therapeutically- 
effective amount of a co2i5)ound of Claim 15; or a 
pharmaceutically-acceptable salt thereof. 

46, The method of Claim 31 for use in treatment 
10 of inflammation. 

47. The method of Claim 31 for use in treatment 
of an inflammation-associated disorder. 

15 48. The method of Claim 47 wherein the 

inflammation-associated disorder is arthritis. 

49. The method of Claim 47 wherein the 
inflammation-associated disorder is pain. 

20 

50. The method of Claim 47 wherein the 
inflammation-associated disorder is fever. 
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